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THE EVENTS OF THE PRIMATE OVARIAN CYCLE* 


BY 


GEORGE W. CORNER, M.D., D.Sc. 
Director, Department of Embryology, Carnegie Institution of Washington, Baltimore, Maryland, U.S.A. 


It is a privilege and a responsibility to speak here at 
Charing Cross Hospital in grateful memory of Thomas 
Henry Huxley, thus placing among his laurels another 
wreath from a nation overseas to which he gave notable 
counsel and inspiration. The promoters of the Huxley 
Lectureship have three times interrupted their extra- 


’ ordinary succession of eminent British and Continental 


scholars to bring over someone from America. Each 
time they have chosen a medical scientist closely asso- 
ciated with Baltimore and the Johns Hopkins University. 
This cannot be altogether a coincidence, for surely 
among all the centres of learning in America where 
Huxley’s voice was heard and where his books are read 
it was that city beside the Chesapeake to which he has 
given the most. When the Johns Hopkins opened its 
doors in 1876 he was invited to give its first public lec- 
ture. What he said on that occasion about the principles 
of university education is as provocative now as it was 
then. He recommended his pupil Newell Martin to be 
the first professor of biology in the new university, and 
thus had a direct influence upon the development of a 
great centre of biological research. A Baltimorean like 
myself who studied under Jennings and Andrews—who 
were disciples of Martin, who was a pupil of Huxley, 
who studied at Charing Cross Hospital—may therefore 
claim to be himself a kind of great-great-grandson of 
Alma Mater juxta crucem. Professors of Charing Cross 
Hospital, pray mind your words and actions as you teach 
your young men of to-day ; there may be among them 
some other who is destined to spread science and the 
love of truth through four generations on both sides of 
the sea. 


My own first experience of Huxley’s genius came from 
the book Man’s Place in Nature, in which he wrote so 
boldly and so well about the natural history of the man- 
like apes and the relation of man to the lower animals. 
In recollection of: this interest of his I have chosen to 
discuss with you our present knowledge and concepts 
of the reproductive cycle of the human female, as a 
topic of medical interest, in the light of what can be 
learned from the other primates. In the past few de- 
cades enough has been discovered on this subject to 
warrant a summary review in this series of lectures on 
the general theme of recent advances in science in their 
relation to practical medicine. 


*The twenty-first Huxley Lecture, delivered at Charing Cross 
Hospital, London, on May 28, 1952. 





Amid all the diversity of reproductive behaviour 
among the mammals, there are two basic events in the 
cycle of every mammalian female. These are (1) the 
maturation and discharge of the ovarian follicle, by 
which the corpus luteum is formed and the progesta- 
tional phase of the reproductive cycle initiated, and 
(2) retrogression of the corpus luteum, which brings 
that phase to an end. 

There is a strange difference in the outward expres- 
sion of these two events of the cycle between the human 
species and the other mammals that are commonly 
observable about us, in the house, barnyard, and labora- 
tory. In these latter it is the ovulation phase that makes 
itself evident, by oestrual excitement and (in many 
species) by cyclic changes in the external genitals. This 
is strikingly true of the two mammals which man ob- 
serves in the greatest numbers—namely, swine and dog, 
in both of which the recurrent period of “heat” is 
accompanied by swelling of the vulva, by a mucous or 
muco-sanguineous discharge, and by sexual behaviour 
of unmistakable intensity. The signs’of oestrus are less 
evident in some other familiar animals—for example, 
the mouse, rat, and guinea-pig—and there are no obvi- 
ous changes in the external genitals. Laboratory investi- 
gation has, however, revealed in these animals a cycle 
of cellular change in the lower reproductive tract, detect- 
able by microscopical study of vaginal scrapings, by 
which the time of ovulation can be ascertained within 
an hour or two. Thus in all the mammalian species 
which have been thoroughly studied, except certain 
primates, the critical event of ovulation can be detected 
with reasonable assurance by the appearance or be- 
haviour of the-female or by a simple technical procedure. 
In all these aninfals, it should be repeated, sexual activity 
of the female is restricted to a limited period at the 
time of ovulation. 

In the human female a very different pattern exists. 
The event of ovulation is not marked by any outwardly 
observable sign, nor by a surge of erotic responsiveness. 
This great recurrent crisis in the human life-process is 
silent and occult. Neither self-observation by women 
nor medical study through all the centuries prior to 
our own era taught mankind to recognize it.t Even 

tAfter the fine of ovulation ~ the —_ necemne known it 
Ia seo, ity oma atout te mtd of he ical 
for example, intermenstrual bleeding (Mittelsechmerz)—are associ- 
ated with the ovulation phase. 4 asi 
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at this day, when we have learned to calculate its inci- 


dence approximately from the date of subsequent men- 
struation, or from embryological data, more precise 
methods of dating ovulation are still in the exploratory 
state. I shall return later to further consideration of 
this remarkable suppression of the physical accompani- 
ments of follicular maturation, and the equally remark- 
able diffusion of sexual receptivity throughout the cycle, 
in the human female. 

Although in the human species the corpus luteum 
phase begins with no outward sign, its conclusion is 
marked by a conspicuous event—namely, menstruation. 
Exactly the opposite condition prevails in those animals 
in whieh oestrus and the ovulation phase are physically 
evident. Here it is the end of the corpus luteum phase 
which is inconspicuous. The corpus luteum degenerates 
(in most species) about two weeks after ovulation if in 
the given cycle there is no mating, or if mating is in- 
fertile. In most animals the changes in the uterus which 
are induced by the corpus luteum hormone quietly lapse 
and its lining and musculature revert to the state charac- 
teristic of the follicular phase. In the human species, 
in the man-like apes, and in the Old-World monkeys, 
on the other hand, the breakdown of the corpus 
luteum and consequent withdrawal of progesterone 
cause a destructive haemorrhagic disturbance in the 
endometrium. 

Menstruation is a well-defined phenomenon only in 
the higher primates just mentioned, but recent studies 
on New-World (platyrrhine) monkeys have revealed the 
occurrence of internal: bleeding in the endometrium at 
a corresponding stage of the cycle. In the elephant 
shrew, a mammal presumably related to the primates, 
extensive but local haemorrhage from the endometrium 
is thought by Van der Horst and Gillman to represent 
a modified, perhaps early evolutionary, type of men- 
strual bleeding. The evolution of menstruation is one 
of the large unsolved joint problems of natural history 
and physiology. Some day we may have information 
about it which a later Huxley can use in writing on 
woman’s place in nature. 


Time Relation Between Ovulation and Menstruation 


Menstruation being a conspicuous and ovulation an incon- 
spicuous event in the human cycle, those who sought to 
decipher the meaning of the menstrual cycle needed first of 
all to discover the relative time of ovulation with respect to 
menstruation. It was more or less generally supposed that 
menstruation in humans is equivalent to oestrus in animals. 
Another hypothesis held by certain physicians in the nine- 
teenth century was that ovulation may occur at any time 
in the menstrual cycle, there being no regular temporal 
connexion betwen ovulation and menstruation. After a 
century of inquiry and conflicting conjecture, however, the 
true relation was worked out, largely by the German gynae- 
cologists Schroeder, Meyer, and Fraenkel. When they 
learned, by direct observation of the human ovary at their 
operating tables and in the laboratories of surgical pathology, 
that ovulation takes place about midway between two men- 
strual cycles, thus preceding menstruation by about two 
weeks, the human cycle was seen to be fundamentally similar 
to the cycles of the other mammals that were being analysed 
about the same time—that is, the guinea-pig, rat, swine, and 
dog. 


Walter Heape’s pioneering efforts, at Cambridge and in 


India, to work out the reproductive cycle of Indian monkeys 
were baffled by the same fact that had made the human cycle 
a puzzle—namely, the lack of obvious oestrous phenomena 
and the occurrence of menstruation. When I took up the 


! 


same problem, beginning in 1919, I had the advantage of 
knowing something about the time of ovulation in the 
human cycle, and therefore was able to guess when to look 
for it in the monkey. In the second animal I explored we 
found a freshly ruptured follicle and recovered the ovum 
from the Fallopian tube, thus promptly securing positive 
evidence of ovulation at the mid-interval in a second primate 
species. 

Had we only known it, there are two primates whose 
cycles might have given an earlier clue to the mystery. In 
the baboons and in the chimpanzee menstruation and the 
time of ovulation are both accompanied by outstanding 
physical signs. The cycle i8 four and a half to five weeks in 
length. During the first half of the intermenstrual period 
there is a marked swelling of the genital region, resulting in 
immense protuberances, and in the baboon there is extreme 
reddening of the skin of the perineal and adjacent areas. 
After the middle of the interval the pudendal turgescence, 
which has reached its maximum, suddenly subsides. Men- 
struation begins about two weeks later. Although females 
of both these primate genera will accept mating during the 
entire cycle, there is an increase of sexual responsiveness at 
the time of maximum swelling, which in many of them is 
so definite that it may properly be compared to oestrus. 

We do not know yet by direct observation what is going 
on in the ovary at the time of maximum genital swelling in 
these particular primates ; but there is ample evidence from 


mating experiments that ovulation occurs in this phase of , 


the cycle. In our Carnegie Embryological Collection there 
are five early embryos of the chacma baboon, obtained for 
us at Johannesburg by Gillman and Gilbert, and two eleven- 
day chimpanzee embryos from the Yerkes Laboratories in 
Florida, all of them deliberately procured by timed matings 
based on the external sex cycle. 

It is surprising that observation of the baboons and the 


' chimpanzee did not long ago suggest to naturalists that 


oestrus and menstruation are two distinct affairs, and thus 
give an earlier clue to the meaning of menstruation in the 
human cycle. We must remember, however, that the keep- 
ing of exotic primates in zoos, in the robust health necessary 
to maintain reproductive functions, is an achievement of the 


“ present century, and also that mere observation of natural 


phenomena may tell us very little unless the observer asks 
the right questions. It was not until the late 1920’s and the 
1930’s that Zuckerman, Yerkes, and others who had the 
opportunity to study baboons and chimpanzees under good 
conditions, knowing of the recently won information about 
the human and the rhesus cycle, began to collate with critical 
judgment available knowledge about the large monkeys and 
apes, and to make observations of their own. 


Sex Activity 


It should be added that after the cycle of the rhesus 
monkey was worked out renewed attention was paid to the 
sex-skin colour, which in that species had not been very 
helpful in ascertaining the time of ovulation. It was found 
(Rossman, 1940) that in many individuals there is a peak of 
colour intensity associated with the ovulatory phase, regu- 
larly enough at least to aid the investigator by notifying him 
when in a given cycle it is time to begin using the more 
precise method of daily ovarian palpation. 

In spite of the lack of external physical signs of the ovula- 
tion phase in the human cycle, and the obvious absence of 
any oestrus-like wave of sexual responsiveness at that time, 
nevertheless sex activity is to a certain extent cyclic in the 
human female ; ‘and here we come to one of the most re- 


- markable and seemingly inexplicable features of the natural 


history of sex in the primates. In all those Old-World 
monkeys and anthropoid apes in which enough is known 
about the sex-cycle to warrant a statement observers have 
reported a peak of sex activity associated with the maximum 
state of sex-skin colour or of pudendal swelling. In other 
words, there is a fairly typical oestrous phase, resembling 
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that of lower mammals in the combination of ripening of the 
ovarian follicle with a special condition of the external 
genitals and increased sex activity. Yet in all these animals 
sexual behaviour is less closely bound to the ovarian cycle 
than in lower mammals, for female monkeys and apes 
may and often do accept the male at other times of the 
cycle. : . 

This statement is perhaps most fully definable in the case 
of the rhesus monkey, in which the time of ovulation can be 
ascertained, as Hartman showed, by palpating the ovaries. 
Ball and Hartman rated the intensity of sexual response. in 
female rhesus macaques and correlated it with the time of 
ovulation, They found that the peak of sexual responsive- 
ness occurs shortly before ovulation, although under special 
conditions the female may receive the male at any time, 
regardless of the phase of her cycle. Similar reports about 
macaques of other species, mangabeys, and baboons have 
been given by Zuckerman. At the Yerkes Laboratories of 
Primate Biology the sex behaviour of the chimpanzee has 
been very carefully studied by Yerkes, Tinklepaugh, 
Carpenter, Elder, Young, and others, who find that a well- 
defined phase of heightened sexual responsiveness occurs co- 
incidentally with the period of maximum genital swelling, 
and therefore at the time when we must suppose ovulation 
takes place. In this animal, however, sex activity is bound 
to the physical events of the cycle even less than in monkeys. 
‘Varying conditions in the daily life of the consorts, indi- 
vidual preferences and dislikes, and all sorts of conditioning 
circumstances outweigh the hormonal influences which 
rigidly confine mating, in such animals as the sow, bitch, 
and rat, to a limited oestrous period, and thus mating ocurs 
in the chimpanzee throughout the cycle. Individual episodes 
of mating behaviour described by Yerkes reveal a weakening 
of purely physical rhythmicity, and dominance of emotional 
and temperamental factors to a degree sometimes amusingly 
suggestive of human pride and prejudice. 


Cyclic Sex Rhythmicity 


It is superfluous to point out that in our own species, as 


observed in our kind of society, sex behaviour is so largely. 


controlled by psychological factors that any remainder of 
cyclic sex rhythmicity in the human female is to say the 
least inconspicuous. Yet there is such a remainder, for all 
investigators who have secured information about the 
fluctuations of erotic response in women by direct inter- 
viewing report the occurrence of maximal responsiveness 
during a few days before the onset of menstruation or 
shortly after the flow has ceased. The height of the peak— 
that is, the difference between the amount of sex activity at 
this phase of the cycle and that in the interval—is not great 
as compared with the all-or-none pattern of the oestruating 
animals. The rhythmic increase, moreover, does not occur 
in every individual ; and fluctuations in sex responsiveness 
due to transient stimuli and distractions may often be greater 
than the cytlic variation. The stated existence of a rhythm 
is thus a statistical generalization, but it is true of a majority 
of women much of the time. Professor Alfred C. Kinsey, of 
Indiana University, informs me that this picture has been 
amply confirmed by the extensive and authoritative investi- 
gations of his Institute for Sex Research and will be 
discussed in his forthcoming book on sex behdviour in the 
female. 

The concept is, however, contrary to the general theory 
that has been built up by observation and experiment on 
oestruating animals. The physical signs of oestrus, such 
as swelling of the vulva, vaginal discharge, oedema, and 
intensified colour of the sex skin, etc., can be reproduced 
in castrate animals by injections of oestrogenic hormones. 
In some species the full pattern of oestrus can be repro- 
duced in this way, even to copulation. In others oestrogen 
alone will not complete the picture, but, as W. C. Young 
discovered in the guinea-pig, the addition of a little pro- 
gesterone elicits copulatory behaviour. Upon such observa- 
tions as these, made it is true upon only a few species, 
we have based the perhaps too-facile assumption that sexual 


behaviour in oestruating female mammals is fully controlled 
by hormonal factors. It is easy to assume, for example, 
that the unruptured follicle can provide the progesterone 
which is réquired for oestrus by some species at least. It 
is also easy to explain hypothetically some of the variant 


patterns—for. example, ‘the persistence of responsiveness in. 


rabbit does for many days at a stretch, or the presence in 
monkeys and chimpanzees of a certain degree of willingness’ 
to mate through the whole cycle—by assuming that a smail 
amount of progesterone may be present in the blood stream 
even when there is no corpus luteum. There is direct 
evidence for the first of these assumptions and indirect 
evidence for the second. . 

In the case of the human female, however, the peak of 
sex response occurs: at the very time when both oestrogen 
and progesterone are at or approaching their lowest levels 
in the cycle. We must therefore assume either that the 
rhythm of endocrine control differs from what we know 
in other animals, in the face of all the similarities in the 
cyclic histology of ovaries and uterus between the -human 
and other species, or (what is more probable) that in women 
endocrine control of sex arousal has become subordinate 
to other factors, presumably neuropsychological, which 
culminate not at the time of ovulation but shortly before 
menstruation. 

However this may be, it thus appears that in our own 
species a biologically inefficient condition exists, for, if the 
rhythm of mating is controlled to any appreciable extent 
by the seemingly ill-timed peak of female responsiveness, 
to that extent insemination will occur most frequently at the 
very time in the cycle when fertilization is least probable. 
At this point the cautious biologist had better desist from 
further conjecture until more is known about the whole 
subject to which this lecture is devoted ; but there is room 
for less responsible queries. How does this situation, for 
example, affect the thinking of those puritanical sects which 
would allow coitus for reproduction only ? And are there 
pessimists who will consider this seeming dissociation of 
insemination from ovulation one of those evolutionary dis- 
integrations which may ultimately make the human race 
as extinct as the dinosaurs? At any rate, the present ex- 
cessive human birth rate shows that the danger of extinction 
(from this cause) is still negligible. As for the moralists, 
they may be surprised to find scienee, less mechanistic than 
usual, declaring that at present this phase of human conduct 
seems more accessible to control through the mind than by 
the endocrines. 


Maturation of the Follicle 


Nevertheless, let us return to consideration of events in 
the ovary. There is one aspect of the histological cycle 
about which we know almost nothing—namely, the rate of 
growth of the follicle which is to ovulate in a given cycle, 
and the time when it begins to enlarge beyond the average 
size of the follicles waiting in the ovary. This question has 
been fairly well answered for the sow, rat, and guinea-pig, 
in all of which the fortunate combination of clearly defin- 
able oestrous cycles and unlimited material has favoured 
research. In the sow and the guinea-pig the*follicles which 
are to rupture begin to be evident a very few days before 
ovulation ; in the rat it is a matter of hours. Study of this 
question in human and other primate ovaries by direct 
observation has been balked by various difficulties. The 
problem is essentially a statistical one. We need a timed 
series of ovaries containing ripening follicles from indi- 
viduals examined during the pre-ovulatory phase of the cycle. 
There is never a guarantee that a given follicle will go on 
to rupture ; atresia may set in at any stage. Therefore the 
assumption that an enlarging follicle will ovulate is less safe 
in animals which normally ripen oniy one follicle in each 
cycle, and in which at best only a few specimens can be 
studied, than in swine and guinea-pigs. In the case of the 
human species, uncertainty is increased by the fact that 
specimens come almost wholly from persons with disorders 


_of the reproductive system. 
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In the rhesus monkey the menstrual cycle is irregular 
enough to gmake the dating of a specimen with respect to 
the next ovulation precarious ; nor have we been able to 
divert a significant number of specimens from the more 
urgent study of the later phases—that is, progestation and 
menstruation. Maturing follicles dated with reasonable 
assurance are, therefore, almost unknown. In more than 


30 years of attention to this problem, in the course of. 


which, combining the material of Hartman, Bartelmez, and 
Van Dyke with my own, I have been able to study the 
ovaries of about 300 rhesus females of reproductive age, 
I have seen no more than three rhesus ovaries and one 
human ovary containing maturing follicles subject to 
plausible dating with respect to impending rupture. These 
specimens, in accord with what has been found in better- 
known animals, indicate that the final growth and matura- 
tion of the follicle is a rapid process occupying only a 
few days. 

Indirect evidence on this question is available. In the 
rhesus monkey, enlargement of the ovary by the growing 
follicle can be detected by palpation about two to four 
days before ovulation. Mr. Arthur G. Rever, of the 
Carnegie Laboratory, who learned the method from 
Hartman and has practised it longer than anyone else, 
agrees with me that palpable enlargement of the ovary 
means that a follicle has grown from the resting stage of 
about 1 mm. diameter to about 2.5 mm. or more. In the 
next two to four days it reaches the full diameter of 6 to 
7 mm. This again indicates that the maturation process 
is rapid. Both the Farris test and the vaginal smear studies 
of De Allende and Orias, which I shall discuss later, tell 
us that changes in pituitary and ovarian hormone levels 
associated with the maturing follicle are first detectable in 
the last few days preceding ovulation. Thus it appears that 
if we could obtain a microscopical x-ray view of the human 
ovaries and microassays of the blood-borne hormones we 
should see that about day 9 of the typical 28-day cycle, 
counting from onset of the last menstrual flow, one of the 
waiting follicles in the ovary begins to enlarge under hor- 
mone stimulation and grows from 2 to 3 mm. diameter to 
the full size of 15 mm. in three to four days, finally rupturing 
and discharging its ovum. 


Tests for Ovulation in Non-oestruating Animals 


How are we to recognize the occurrence and the precise 
time of ovulation in the cycle of the non-oestruating ani- 
mals? For the study and treatment of sterility this is a 
practical question of the utmost importance; for the 
scientific analysis of the cycle it is equally important. In 
the case of both the human and the rhesus monkey the 
basic fact that ovulation is intermenstrual had to be worked 
out by direct observation of removed ovaries, obtained from 
women at the operating-table and from monkeys by timed 
post-mortem examinations or surgical explorations. With 
Bartelmez and Hartman, I learned to recognize the age of 
the corpus luteum from microscopical sections, chiefly from 
Hartman’s series of pregnancies dated by palpation of the 
ovaries or by single coitus. A good deal of similar though 
more empirical information, not yet fully published, has 
been assembled by gynaecological pathologists, notably 
Hertig and Brewer, by piecing together observations from 
the occasional specimens that are more or less datable from 
the operative history. I may add from my own limited 
experience with human material the observation that the 
progress of histological differentiation of the corpus luteum 
is so nearly alike in the two species that human corpora 
lutea may. be dated fairly closely by comparison with rhesus. 

Under the microscope we can estimate the age of a corpus 
luteum in days and thus calculate back to the day of ovula- 
tion with respect to the menstrual history. A recent excel- 
lent calculation of this sort has been made by Brewer and 
Jones (1947) on human ovaries removed at operation. 
Another way of getting at the time of ovulation is by 
compiling cases in which conception resulted from a single 
insemination on a known day of the cycle. The date of 


effective insemination cannot in the present state of our 
knowledge be assumed to be the day of ovulation, but they 
mast be practically the same, for neither ova nor sperm 
cells are long viable. Experience with the Carnegie rhesus 
colony shows that a mating to be effective must take place 
within a day before rupture of the follicle. Farris has 
recently presented a graph of the distribution af ovulation 
as indicated by 50 human cases in which conception occurred 
when either coitus or artificial insemination was practised 
on a specific day of the cycle. 

In the rhesus monkey, as I have mentioned, the enlarge- 
ment and rupture of the ovarian follicle can be detected by 
palpation with a high degree of accuracy. Hartman thus 
plotted the time of ovulation in the cycle in a large series. 
In citing these studies I have not separated the findings in 
human females from those in monkeys, for they are the 
same. With respect to the cycle length of 28 days, which 
in both species is the modal—that is, most commonly occur- 
ring—length, ovulation may occur on any day from day 6 
to day 20, with high frequencies from day 12 to day 15, 
and the peak about day 13. It is indeed remarkable that 
the distribution curves drawn by Brewer and Jones- and 
others, from women who were subjected to operation for 
pelvic disorders, match so closely that of Hartman from 
healthy and relatively young females of another species. 

These methods of securing scientific data on ovulation 
involve disturbing the cycle by ablation of the ovary or 
by pregnancy. For clinical use, and for investigations on 
animals in which the events initiated by ovulation are to be 
studied, we need a precise test that does not interrupt the 
cycle. Direct diagnosis of ovulation by daily palpation of 
the ovaries, so useful in the rhesus monkey, in which it 
reveals a distribution curve corresponding to that mentioned 
above, is not practicable in women except when the abdo- 
minal wall is exceptionally thin, and would not in any case 
be clinically convenient. Direct observation by culdoscopy 
is beginning to be practised clinically, but cannot of course 
be used lightly, nor can it give day-to-day readings of the 
human cycle. Another method that reads a signal coming 
direct from the ovary, the electrical test of Burr, depends 
upon the occurrence of a sudden, brief increase of electrical 
potential across the body from vagina to abdominal wall 
when a follicle ruptures. It seems to work well in the 
rabbit, but is scarcely practicable with the restless rhesus 
female, and has not been found reliable for women. 


Indirect Methods of Test 


The other tests that have been tried do not depend upon 
ovulation itself. They merely tell us of the presence of 
one or another physiological state or activity that is usually 
concomitant with the ovulatory phase of the cycle. These 
include such recondite matters as the onset of excretion of 
pregnanediol glycuronidate derived from the corpus luteum, 
and cyclic changes in the mucus of the cervix uteri. More 
fundamental is the use of fluctuations in the basal body 
temperature, which is in a genera! way related to the cycle. 
In spite; however, of occasional striking successes in indi- 
vidual cases and a degree of statistical validity, the consensus 
is that the basal body temperature cannot be depended upon 
for precise indication of ovulation. 

The study of vaginal smears provides still another means 
of determining the time of ovulation. De Allende and 
Orfas, who have acquired great proficiency in the study of 
the cycle by this method, have published a tabular summary 
of, 61 cycles in 28 women. The earliest ovulation occurred 
on day 11, the latest on day 20, and the modal day was 
day 13. This method gives a semi-quantitative measure of 
hormone activity at all stages of the reproductive cycle. 
As we shall see later, it promises to be very useful in 
analysing aberrations of the human cycle ; and, in spite of 
the laborious technique of counting the cells, deserves the 
serious attention of gynaecologists. ‘ 

Farris has introduced a test for ovulation based on the 
cyclic excretion of a gonadotrophic hormone, presumably 
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from the pituitary gland, which is present in the urine during 
about four days preceding ovulation. Urine containing this 
substance, when injected into immature rats, produces hyper- 
aemia of the ovaries. Having collaborated with Dr. Farris 
in checking his test against direct observations of the ovaries, 
obtained at operation, from women upon whom the test had 
been made pre-operatively, I believe that it indicates the time 
of ovulation in a high proportion of cases with sufficient 
accuracy for clinical use. For such tests to be practicable on 
an extensive scale requires at present a large rat colony ; but 
if, as we may hope, the. tell-tale substance, which must be of 
protein nature, proves to be detectable by chromatography 
or an immune reaction or some other laboratory trick, the 
test will come into general use. This urinary rat test, like 
the vaginal smears, places the time of ovulation in the same 
range as that indicated by the direct methods, again with a 
peak of most frequent ovulation around day 13 of the cycle. 

Every once in a while somebody, usually the proprietor 
of a new test for ovulation, puts forward the idea that in 
women ovulation may occur more than once in each cycle, 
or that it may be induced by strong stimuli like that of 
coitus, as in the rabbit, cat, and ferret. There is no sound 
evidence at present for such assumptions. No one has seen 
in either human or rhesus ovaries two corpora lutea of 
different age within the span of a single cycle. It would be 
reckless, however, in the present limited state of our know- 
ledge, to deny the possibility of either induced ovulation or 
of spontaneous extra-ovulation as an atypical variation. In 
the rat, which normally ovulates spontaneously on a fairly 
rigid schedule, experimenters (Dempsey and _ Searles ; 
Everett) have shown that a ripe follicle. can for a time be 
restrained from rupturing by changing the rhythm of day- 
light and darkness, or by treatment of the animal with a 
barbiturate ; but while the follicle is in this condition coitus 
will cause it to ovulate. Who can say that such aberra- 
tions may not occur in the human cycle, in view of all the 
instabilities of daily existence and the hints we have that 
in mankind the nervous system tends to override the endo- 
crines? When we get a simple convenient daily test for 
ovulation all such questions can be attacked. 


Passage of Ovum to Uterus 


After ovulation the next event of the cycle is transporta- 
tion of the ovum to the uterus. We have very little informa- 
tion about this journey in primates. A few observations on 
rhesus monkeys suggest that the ovum reaches the uterus 
about the fourth day, as in most known mammals ; and the 
still fewer relevant human cases agree with these, The 
Hertig-Rock two-cell embryo in the Carnegie Collection 
was still in the tube; 10-cell and 30-cell morulas and a 
blastocyst, all 34 days or more old, were in the uterus. 
I have long supposed that the chief function of the Fallopian 
tube is to delay the journey of the ovum until the corpus 
luteum has had time to prepare the uterus for its reception. 

The human embryo implants itself in the uterus as early, 
perhaps, as the seventh day after ovulation. Implantation 
of the rhesus monkey embryo takes place about day 9. 
Nothing is known about the timing of ‘this important event 
in any other primate. The one normal chimpanzee embryo 
in the Carnégie Collection, 11 days old, is so extraordinarily 
like human embryos of corresponding age that we may 
plausibly assume that implantation occurs at the same time 
as in the human species. 

Before concluding this lecture I shall have something to 
say about the irregularities and uncertainties of the primate 
cycle, but first it should’ be said that the period of 9 to 10 
days after ovulation is a timeof relatively regular progress. 
Histological differentiation of the corpus luteum seems to 
constitute a kind of escapement which keeps the clockwork 
of progestational development of the endometrium on time. 
When all is going well, ovary, uterus, and the embryo, if 
one is present, march together in such agreement that an 
expert histologist looking at any one of the three under the 
microscope can date it almost to the exact day within this 
10-day span. 


It has long been evident that this must be so if all the physi- 
cal and chemical processes of embryonic development are to 
be successfully integrated. An experimenter (Chang), who has 
been putting this thought to the test by studying the develop- 
ment of rabbit embryos transplanted to foster mothers, has 
recently re-emphasized the necessity for physiological co- 
ordination in early development, when, as he says, a series 
of activities is set up “in a definite sequence which is essential 
to the survival, development, and implantation of eggs. Any 
disturbance of the physiological conditions in the ovary, the 
tube, and the uterus, or even a disturbance of the magnitude 
of these physiological activities, will lead to the degeneration 
of the eggs before or even after implantation.” 


Variability of the Cycle 

Other phases of the cycle are less predictable. The whole 
cycle, in both human and rhesus, may be as short as 15 
days, of prolonged to an indefinite extent, depending on 
when one chooses to stop speaking of a cycle and begins to 
call it amenorrhoea. The standard 28-day cycle length is 
only a statistical mode, and in healthy regular women recur- 
rence of the flow will vary by two or three days over or 
under this length more often than not. Rhesus monkeys 
as we know them in captivity are somewhat less regular. 
Within the cycle it has, been something of a surprise to find 
that the second phase—that is, the span from ovulation to 
the onset of the subsequent menstruation—is as irregular as 
the first phase. Inasmuch as we do not clearly understand 
the pituitary-ovarian activities which control the preparatory 
growth and the subsequent cyclic maturation of follicles, it 
has been easy to accept, without much thought, the fact of 
variation in the length of the follicular phase of the cycle. 
Menstruation is, however, a direct sequel of progesterone 
withdrawal, and might be expected to depend upon degenera- 
tion of the corpus luteum at a rather precisely determined 
time after ovulation. When, however, Hartman compared 
a large series of rhesus cycles in which ovulation had been 
timed by palpation, it was clear that the post-ovulatory 
phase varied in length by about two weeks—that is,, from 
7 to 22 days. Siegler and Siegler (1951), compiling human 
cycles in which ovulation was dated by basal temperature, 
found a similar variation. G. W. Bartelmez discussed this 
whole question of the variability of the cycle in his presi- 
dential address before the American Association of Anato- 
mists in 1950, which it is hoped will be published shortly. 
Analysing 126 human cycles from a series in which Farris 
determined ovulation by his urinary rat test, Bartelmez 
found the post-ovulatory interval to range from 8 to 20 days. 

Evidently there are significant variations in the rate of 
biological and physiological retrogression of the corpus 
luteum, causing a variation in the time of effective pro- 
gesterone withdrawal, or in the rate at which the endometrium 
responds to the hormonal deprivation by menstrual break- 
down. Probably both these processes are variable. Bartel- 
mez reminds us of Markee’s observations on menstruation 
in bits of endometrium grafted in the anterior chamber of 
the eye (in monkeys) in- which the premenstrual ischaemic 
phase varied from one to six days. In his own descriptive 
account of menstruation in the monkey he showed that great 
differences exist in the degree of degeneration of the endo- 
metrium on the same day of the menstrual flow. These 
variations in rate of the breakdown processes may in some 
cases result from different degrees of upbuilding in the 
antecedent premenstrual phase. At any rate we are dealing 
with a biological activity of extremely complex nature; it 
is no wonder that it does not run like a machine, 

In our eagerness to discern and analyse the events of the 
human cycle we have naturally focused attention upon the 
modal pattern. It is, of course, useful to have a working 
diagram, and a picture of the standard condition of the 
follicle, corpus luteum, and endometrium on each succes 
sive day. Such theoretical norms are necessary as a basis 
for Practical. dating of embryological. and pathological 
specimens ; but as Bartelmez has emphasized, they. have 
at best only statistical validity, and any statement about 
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the cyclic date of a human specimen must include, explicitly 
or tacitly, a plus or minus quantity of the order of one 
to two or more days according to the phase of the cycle. 
This limitation on the precision of our data becomes import- 
ant if cyclic dates are to be used for artificial insemination 
or for contraception as in the Knaus—Ogino “ safe period” 
method, or in the laboratory for estimating the age of an 
early embryo. Clearer knowledge, moreover, of the reasons 
for variation in the cycle-length of: healthy women will help 
us to understand better the causes of menstrual pathology. 


Anovulatory Cycles 

As we have seen, the study of the human cycle and that 
of the other primates has proceeded simultaneously, each 
helping to explain the other. Generally speaking, the main 
outlines have been gained from human subjects, whereas 
much of the precise histology has been learned in the labora- 
tory from the rhesus monkey, and the endocrinolégy from 
rhesus and baboon. There is one major feature of the 
primate cycle about which the rhesus monkey gave us the 
first clue. I refer to the occurrence of menstrual cycles 
without ovulation. The pioneer students of reproductive 
cycles of monkeys, Heape and Van Herwerden, were much 
at a loss to understand their frequent failure to find recent 
corpora lutea in the ovaries they obtained from animals 
known to be menstruating. 

When I began work on rhesus monkeys, with the lessons 
of modern zoo practice to aid me and a plan of research 
based on the knowledge of the human cycle recently 
acquired by the German gynaecologists, my first two 
monkeys placed the problem before me in clear terms. The 
two animals had been kept together in the same corral ; they 
had menstruated regularly for several months, and their 
cycles could not be distinguished from one another by any 
external sign. Each was killed at the middle of an inter- 
menstrual interval in the hope of finding a ripe or recently 
ruptured follicle. In one this hope was fulfilled and I had 
the satisfaction (as mentioned above) of recovering the 
ovura from the Fallopian tube. The ovaries of the other 
monkey were quite blank so far as ovulation was concerned ; 
they contained no sign of a maturing follicle or of a corpus 
luteum, not even one from a previous cycle. Menstrua- 
tion had evidently been going on for two to three months, 
at least, without ovulation. 

Study of still other animals gave the key to the puzzle. 
Contrary to the previous conjectures that ovulation has no 
constant relation to the menstrual cycle, the fact is that 
when it occurs it takes its place in the regular sequence of 
events ; but it may not occur at all, and in that case we 
have an anovulatory cycle, without a corpus luteum and 
thus without a progestational phase of the endometrium. 
In the monkeys I have studied, which have mostly been 
relatively young, anovulatory cycles are almost as frequent 
as the more complete ovulatory kind. In 1927 I called this 
finding to the attention of the medical profession in a brief 
article in the Journal of the American Medical Association 
in which a few human cases were also cited. To prove 
anovulatory menstruation in women requires the same sort 
of evidence as in monkeys—namely, examination of both 
entire ovaries of an individual with a history of regular 
menstruation and known dates of the cycles just previous to 
operation or necropsy. Such specimens are rare. Citing 
only one from personal observation and three on the 
authority of competent nineteenth-century physicians, I 
made bold to suggest that anovulatory menstruation occurs 
in women as well as monkeys. This idea drew heavy fire 


‘from Germany and Britain, but other American workers 
(Hartman, Edgar Allen, Bartelmez, Markee, Hisaw) who . 


had begun to study rhesus monkeys agreed with me, and 
before long the gynaecologists accepted anovulatory 
menstruation as a not infrequent occurrence. 

In the rhesus monkey the usual history of the anovulatory 
cycle is simply that a follicle does not mature at the usual 
time. : The hormonal mechanism by which the pituitary 
gland cyclically stimulates the ovary evidently does not go 


far enough to bring about ripening of a follicle. Palpation 
of the ovaries reveals no cyclical enlargement, and if we 
remove and section them at the end of such a cycle, on the 
first day of menstruation, they are found to contain nothing 
in the way of a large atretic follicle to show that ovulation 
had even been adumbrated. 

What goes on in the human ovary in anovulatory cycles 
is not altogether clear. Study of excised ovaries from well- 
documented cases has not been done often enough, nor 
with sufficiently expert knowledge of cyclic histology, to 
yield much useful information. The evidence most gener- 
ally accepted that ovulation has not occurred is the absence 
of signs of corpus luteum secretion in the latter half of the 
cycle. If a biopsy reveals that a progestational (“ premen- 
strual”’) reaction has not occurred, or if pregnanediol, the 
excretory derivative of progesterone, does not appear in the 
urine, then presumably there has been no ovulation, or 
at least no formation of a corpus luteum in that cycle. 
A more complete picture of events in the cycle is obtainable 
by the study of vaginal smears as conducted by de Allende. 
Her day-to-day vaginal-cell counts reveal some cycles in 
which the pattern indicating ovulation does not appear at 
all; there is no evidence of a peak of oestrogen secretion 
at mid-interval or of progesterone in the latter half. In 
other cases the vaginal smears show a mid-interval rise of 
epithelial cornification, which means that a follicle is matur- 
ing, but the picture then reverts to the pre-ovulatory type, 
presumably because of regressive breakdown of the follicle. 
In still other cases a high cornification level continues 
throughout the rest of the cycle, suggesting the persistence 
of a mature or cystic follicle. In a few cases surgical 
exploration has afforded an opportunity to confirm such 
diagnoses from the vaginal smears. 

Evidence of a more direct sort also indicates that some 
of the anovulatory cycles involve last-minute atresia of 
a maturing follicle. E. G. Farris, G. W. Corner, jun., and 
I studied the ovaries and endometria of 33 women in whom 
the Farris urinary rat test had been positive before opeta- 
tion. In six of these cases a large unruptured follicle was 
found in acute retrogression, usually with haemorrhagic 
walls. In such cases we may suppose that pituitary stimula- 
tion goes far enough to cause enlargement, but not rupture 
and luteinization of the follicle. The vaginal smear pattern 
would be of the type called by de Allende and Orfas “ cyclic 
hypotrophic cornification curve.” 

It remains an endocrinological puzzle why menstrual 
bleeding comes on at all when no corpus luteum is formed, 

, as I pointed out in the Addison Lecture for 1950 at Guy’s 
Hospital, in which I ventured a rather nebulous conjectural 
explanation. Nor do we know the fundamental clinical 
causes of anovulatory cycles. Dr. Erle Henriksen, of Los 
Angeles, has permitted me to see a remarkable series of 
unpublished records of. patients whom he has followed 
through many successive cycles, with frequent endometrial 
biopsies and other tests. These cases clearly show that 
anovulatory, or at least non-luteal, cycles often occur in 
ostensibly healthy women without demonstrable cause ; but 
in other cases transitory illnesses and even emotional dis- 
turbances seem possibly related to the incomplete cycles. 

It has been suggested that sterile cycles may also result 
from ovulation without subsequent luteinization of the rup- 
tured follicle, and, contrariwise, by luteinization of a follicle 
that does not rupture. Clinical recognition of such varia- 
tions of the cycle would be very difficult. Anatomical proof 
demands painstaking study of every available ovary, excised 
at operation, that is accompanied by a menstrual history. 


Conclusion 


Clearly there is much to learn about the events of the 
ovarian cycle, including those which do not eventuate. 
In this brief review, in which I have tried to summarize 
the very considerable progress that has been made to- 
wards understanding these complex events, I have aimed 
also at reminding the young gynaecologists and obstetri- 
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cians of the opportunities they will have to help solve 
the problems of ovarian function. The basic outline of 
the human cycle has been worked out, and it can be 
understood in relation to the general pattern of mamma- 
lian reproduction. Its time-schedule is fairly well known 
statistically. Much has been learned about the endo- 
crine factors that control cyclic events. Because we 
have gone so far it is becoming possible to study some 
of the major variations and abnormalities of the cycle 
in individuals, with the hope of relieving the distress 
and suffering that so often attend them. More and 
more this investigation will have to be carried on in 
the consulting-room, the operating theatre, and the hos- 
pital laboratory, but it calls for workers who know the 
biology of the cycle. 

This word to the clinicians is the first half of my 
peroration. Let me finish it in the spirit of Thomas 
Henry Huxley’s broad curiosity about mankind’s place 
in nature. Comparing the human cycle with that of 
other primates, we find that human ovarian functions 
operate through similar anatomical structures and fol- 
low the general primate pattern. In this respect our 
race is simply another simian species ; and yet, passing 
upward through the primate line we find an increasing 
domination of nervous and mental processes in the 
control of reproductive behaviour. This trend reaches 
its height in mankind. Possessing a generalized animal 
body with a highly specialized brain, our species has 
grown into a realm beyond the merely animal in which 
we not, only undergo the cycles and fluctuations of 
animal life but also seek to understand and to direct 
them ; a realm where sex and reproduction are at their 
best bound up with reason, and a sense of beauty, and 
human affection. 
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According to a report in the New York Times (August 14) 


all packages of chloramphenicol distributed in the United , 


States must now bear a special warning label. The label 
will read : “ Warning : blood dyscrasias may be associated 
with intermittent or prolonged use. It is essential that 
adequate blood studies be made.” This ruling by the Food 
and Drug Administration, Washington, follows a nation- 
wide survey of blood-disorder cases. Out of 410 cases 
reviewed by a committee of the National Research Council, 
177 were found to have been associated with the use of 
chloramphenicol. About half of these cases were fatal. 
Death was attributed to failure of haemopoiesis in the bone 
marrow. The committee, headed by Dr. John Holmes 
Dingle, professor of preventive medicine at Western Reserve 
University, Cleveland, has recommended the Administration 
to promote further study of the toxic reactions to chloram- 
phenicol. 


THE END-RESULTS IN PRIMARY 
p STERILITY 
BY 


. S. BENDER, M.D., F.R.C.S.Ed., M.R.C.O.G. 


(From the Department of Obstetrics and Gynaecology, 
University of Liverpool) 


In the field of infertility so many diverse factors are 
involved that a sense of perspective is a prime necessity, 
for if one is particularly interested in any single factor it 
becomes easy to exaggerate its importance. From that 
the next step is to evaluate the result of correcting the 
particular factor, and indeed the literature contains many 
reports of excellent results obtained purely by tubal in- 
sufflation, or hysterosalpingography, or thyroid medica- 
tion, or irradiation of the ovaries, or encouraging a clear 
cervical mucus, or even by having a long waiting-list. 
There are fewer reports of successful treatment of male 
infertility. 

Consequently it is difficult on the basis of published 
reports to assess the value of any particular form of 
treatment, or even to be convinced that subsequent con- 
ceptions were in fact therapeutic successes and not due 
at least in part to the effects of chance and time. 

The present investigation has aimed at a wide view of 
the problem. First, it was thought desirable to ascertain 
what percentage of all couples seen by the gynaecologist 
on account of primary sterility achieved a pregnancy ; 
and, more particularly, in what proportion of these the 
medical treatment of either or both partners could 
reasonably be held to have effected the desired result. 
Further, the outcome of these pregnancies was inquired 
into t6 see whether it differed appreciably from that of 
the population in general, especially in regard to the 
abortion and foetal malformation rates. 


Material 


The material on which this investigation was based con- 
sisted of 700 consecutive traced cases seen by certain mem- 
bers of our departmental staff between 1934 and February, 
1949. All the traced couples have been included, whether 
investigated and treated or not, and whatever the findings 
and treatment. The youngest woman in this seriés was 19 
and the oldest 43. The longest any couple had been married 
before seeking specialist advice was 17 years. In this con- 
nexion it should be borne in mind that the fertility of the 
partners when first seen is no index to their fertility when 


first married. Sterility may be due to some factor or factors - 


acquired after marriage. Because a man examined after 15 
years of marriage has oligospermia, it does not follow that 
his fertility has always been below average. - 


Standard for Primary Sterility 

The prerequisites for inclusion in the series were that the 
woman had never been pregnant prior to the first consulta- 
tion, and that there had been the opportunity for normal’ 
married life for at least two years, during which time 
contraception had not been practised. Emphasis is laid on 
“opportunity,” because infrequency of coitus, impotence. 
and failure of penetration are not unimportant causes of 
infertility. 

The generally accepted standard of two years’ married 
life before considering infertility a legitimate complaint 
probably errs on the cautious side. It may have originated 
with Matthews Duncan (1866), but in fact his figures showed 
the calculated percentage of women in various age groups 
delivered of their first living child within two years of 
marriage, the overall figure being 71.33%. Russell (1946) 
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found that 85% of married women became pregnant within 
a year of uncontracepted intercourse ; while Diddle, Jack, 
and Pearse (1947) gave a figure of 86% within one year 
and 95.4% within two years, although admittedly from a 
selected sample of Service men and their wives. In France 
the figure of 90% within two years has been given by Palmer 
(1950). Teitze et al. (1950), reviewing the time required for 
conception in 1,727 planned pregnancies, found that more 
than 30% conceived within a month of discontinuing contra- 
ception, more than 60% within three months, and more than 
90% within a year. Of 714 primigravidae seen in our 
obstetric units, 77.4% conceived within one year of first 
coitus or marriage (Table I) and 86.7% within’ two years. 














Taswe I 
Age at Became Pregnant Within 80% Became 

First Coitus| No Pregnant 
or Marriage 3 Months | 6 Months | 12 Months Within 
Under 20.. | 156 99 123 134 (86%) fue 
20-24 «|| «| «345 174 227 280 (81° i 
25-29 .. | 144 $3 71 95 (66% 2 a 
30-34 at 48 14 21 29 (60% — « 
35 and over | 21 7 9 is(71%) |23 > 

714 347 (49-5%) | 451 (64-4%) | 553(77-4%) | 13, 




















Note.—The woman who marries after 35 and then becomes pregnant may 
less time to conceive than a woman in her earlier - because unless 


take 
her fertility is high at that age she may not conceive at 


The average time taken by a woman to conceive must, 
however, vary. with her age. Therefore overall figures such 
as those given above are weighted by the relative numbers 
of women in successive age groups. As Table I indicates, 
the higher the proportion of women under 25 included, the 
higher will be the percentage becoming pregnant within a 
year. This Table represents the results of an inquiry 
recently made into the interval between first coitus and 
last menstrual period in primigravidae, according to age, 
and excluding those who practised contraception at any 
time. These figures are derived from women of ‘proved 
fertility, but when considering after what interval infertility 
becomes a legitimate complaint the standard must be that 
not of all women, but only of those proved by pregnancy 
to be fertile. 

It seems reasonable to allow, arbitrarily, a woman to 
complain of infertility when, by time, 80% of her chances 
of becoming pregnant, if she is to become pregnant at all, 
have passed. On the basis of the figures in Table I a woman 
of 20 might be regarded as subfertile if she does not con- 
ceive within 10 months, while by the same standard her 
sister of 33 requires a test of 24 months. But here a para- 
dox arises, because the woman of 20 can probably better 
afford to wait 24 months than the woman of 33 can afford 
to wait 10. In practice, therefore, there are strong grounds 
for departing from the standard of two years demanded of 
the cases in this series, and for considering infertility a 
legitimate complaint warranting investigation if no preg- 
nancy occurs within 12 months of uncontracepted married 
life. 


Method of Investigation and Treatment 


In this department the general approach to the problem 
of the infertile couple is essentially a simple one. After a 
carefully taken history of both parties and of their marital 
relationship, a general clinical examination is undertaken. 
Of the special tests for the male, repeated seminal analyses 
and, if indicated, testicular biopsy are carried out. In the 
female the usual practice is to rely basically on dilatation 
of the cervix, endometrial biopsy, tubal insufflation, and 
hysterosalpingography, together with, in recent years, the 
use of basal body temperature charts. The post-coital test 
is rarely employed and tests for cervical hostility are only 
exceptionally performed. 

Similarly, treatment is on simple lines, with hormone 
therapy seldom employed and pre-coital douches only 
occasionally advised. Reconstructive operations on the 


> 


Fallopian tubes were carried out in 9 of the 700 women. 
No woman was treated by low-dosage irradiation of the 
ovaries. 

Follow-up.—Each case was ‘followed for at least three 
years and at the most 17 years. Table II shows the distri- 
bution of cases according to the length of follow-up, and 


TaBLe II.—Distribution of Cases According to Length of 








Follow-up 
Period Followed Total No. No. Who Conceived 
3-S years .. ms. ad 265 104 (39- 
a -o <4 ne xa 363 = {Ss a 
ae * ca 72 











indicates that the conception rate given below is almost 
certainly less than if all patients had been followed to the 


menopause. 


The Conception Rate in Primary Sterility 

Before considering the results given below, emphasis must 
be laid on the following points: (1) Cases in which investi- 
gation and treatment were refused by the patient are 
included. (2) Cases in which the indicated treatment 
rendered the sterility permanent—for example, hyster- 
ectomy for fibroids, radical operation for pelvic infection 
—are included. (3) Cases in which the patient was advised 
against pregnancy on account of constitutional disease—for 
example, chronic nephritis—are included. (4) Some patients 
may still become pregnant as all have not been followed to 
the menopause. 

Overall Conception Rate—Of the 700 women followed 
up 324 (46.3%) became pregnant. It is difficult to find in 
the literature a comparable figure, because other workers 
have combined their results for primary and secondary 
sterility, or excluded women with gross pelvig disease, or 
omitted couples not completely studied. But, even so, there 
are few reports of a conception rate of over 40%, and two 
of the most recent figures are 28% in 1,402 cases (Westman, 
1950) and 36% in 2,359 women (Grant, 1951). Of the 324 
women who conceived, 162 (50%) became pregnant within 
six months of their last consultation, investigation, or treat- 
ment. A further 47 conceived in between 6 and 12 months, 
so that almost two-thirds of the pregnancies began within 
a year of consultation, investigation, or treatment (see 














Table IID. 
TaBLe III 
at Pregnant} Became Pregnant 
Bist No. of | When ae Yea 
Consulta- |Women| First 1-3 4-6 7-12 | Over 12] Da % 
tion Seen | Months | Months | Months} Months} ™ 
Below 30 312 9 56 22 23 53 163 
30 andover| 388 6 48 21 24 62 161 
700 15 ~ 104 43 47 115 324 


























Conception Rate According to Age.—Because fertility in 
the female is generally held to fall off naturally in the 
second half of the reproductive phase, and good results 
might therefore be due to a preponderance of younger 
patients, a separate analysis has been made of the figures 
for women below 30 and of those for older women, the 
latter group being the larger (Table IID). 

Women Under 30.—Of the 312 women in this group 
149 (47.7%) remained sterile. However, in 22 of these an 
absolute barrier to conception was found, 5 having proved 
genital tuberculosis and a further 17 being married to hus- 
bands known to have azoospermia. .The remaining 163 con- 
ceived, but nine of these were already pregnant at the time 
of first consultation. Of these 312 women, 53 (17%) con- 
ceived more than a year after the last consultation, investiga- 
tion, or treatment. 

Women of 30 and Over—The conception rate in this 
larger group of 388 cases was lower than in the younger 
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women: 227 of them (58.5%) remained sterile, but 10 of 
these had proved genital tuberculosis and a further 22 were 
married to husbands known to have azoospermia. Of the 
161 who conceived, 6 were pregnant at the time of first 
consultation, and 62 of the 388 (16.1%) became pregnant 
more than a year after investigation and treatment. 

Thus in both groups of women there was a similar pro- 
portion (14-15%) of those remaining sterile in whom an 
absolute barrier to conception was known to exist. 

From these figures it can be calculated that the higher 
conception rate in the younger women is accounted for 
almost entirely by the greater number of pregnancies occur- 
ring within the first year. After this first year the concep- 
tion rates in the two groups are very similar (17% and 
16.1%). 

In summary, therefore, the conception rate in 700 women 
of all ages seen on account of primary sterility in a con- 
servative clinic was 46.3%. Included in this figure are 2.1% 
who were already pregnant when first seen, although this 
was not always recognized at the time. In fact, tubal 
insufflations and hysterosalpingograms (with positive as well 
as negative results) and endometrial biopsies were occasion- 
ally performed on women presumably already pregnant, 
but the pregnancies continued undisturbed—experiences 
which have also been reported by Claye (1950). But how 
often such procedures did disturb an undiagnosed pregnancy 
is of course unknown. 


The conception rate was 52.3% in 312 women under 30 © 


and 41.5% in 388 women who were older. -Half of all the 
conceptions occurred within six months of consultation or 
last investigation or treatment of the couple. 

Proved genital tuberculosis occurred in 15 women, 4% of 
the 376 who remained sterile; the incidence in private 
patients was less than half of that in the hospital clinic 


cases. 


Relationship of Seminal Analysis Results to Conception Rate 


The results of seminal analysis were recorded for 533 out 
of the 700 husbands. Of the 376 women who remained 
sterile, 39 (10.3%) were married to men known to have 
azoospermia. Azoospermia on repeated analyses was found 
in 7.5% of all the men examined, a figure half-way between 
the 8.1% reported by Davidson (1949) and the 7.1% reported 
by Page and Houlding (1951). In addition another 1.5%. 
(eight men) showed azoospermia in one or gore but not 
all analyses. ' 

Nevertheless, as Jeffcoate (1946) has pointed out, it is 
practically impossible to say that a man is sterile until he 
has died without issue. He described two cases in which 
the husband had impregnated his wife after two previous 
seminal analyses had shown azoospermia. In each case 
semen examined after the wife’s conception contained 
spermatozoa. In the present series one husband had a 
count at the time of conception of 700,000 spermatozoa 
per ml., while in several cases of oligospermia the count 
showed no significant difference before and immediately 
after conception occurred. In addition, one man impreg- 
nated his wife after bilateral epididymovasostomy for 
obstructive azoospermia. 

Table IV shows the conceptién rate in wives according 
to the sperm density of the husband’s seminal specimen. 
In this department the sperm population is considered the 


TaBLe I1V.—Conception Rate in Relation to Sperm Density 








Sperm Count/ml. Total No. ee 

100 millions and over 114 64 (56°1% 

60-99 millions a 161 81 (56.367 3 

40-59 ,, at: 55 29 (52-79) 

20-39 70 31 (44-322) 
10-19” 36 13 (36-173 

Below 10 ,, 57 19 (33-39) 
Azoospermia 40 l 1 (after epididymo- 

vasost6my) 











most significant single feature of a seminal analysis, for 
there is a definite correlation between sperm density, motility, 
and morphology. Where more than one specimen from the 
same man was examined, only the highest count is included. 
No correction has been made for any adverse factors in the 
wives. 

These figures suggest that there is little difference in 
the rates when the semen contains above 40 million 
spermatozoa per ml., a suggestion to which the findings of 
MacLeod and Gold (1951) offer considerable sppport. But 
what requires emphasis is that when the count is repeatedly 
extremely low, but noi nil, the outlook is far from hopeless. 
Thus of 57 men with repeated counts of below 10 millions 
per ml., 19 were apparently successful in impregnating their 
wives, extramarital intercourse being excluded so far as was 
possible. These 57 cases are further analysed in Table V. 


TaBLE V.—Analysis of Cases of Oligospermia 








Sperm Count/ml. Total No. No. j Sno 
Less than 1 million .. 5a 16 a 
1-3 millions .. os pa 13 5 
46 ,, As - as 13 5 
7-9 ,, si i oii 15 5 











Proportion of Success Attributable to Medical Treatment 


The overall conception rate of 46.3% in the present series 
is a relatively high figure. But when an attempt is made to 
ascertain what proportion of success might reasonably be 
ascribed to treatment of one or both partners many diffi- 
culties present. 

Obviously, pregnancies already present at the time of first 
consultation cannot be claimed as therapeutic successes, nor 
can pregnancies which occur subsequent to consultation in 
couples who have had no investigation or treatment, either 
because these were refused by the patients or because the 
waiting-list is long. But, once investigation and treatment 
have been instituted, it becomes necessary to lay down some 
arbitrary time limit beyond which any subsequent concep- 
tion is not to be regarded as consequential. It seems reason- 
able to set an outside limit of 12 months after the comple- 
tion of investigation and treatment, especially as of the 324 
women who conceived one-half did so within six months. 
On the other hand, all conceptions occurring in treated cases 
within the 12 months have been accounted therapeutic 
successes, although, in fact, a proportion of them will not 
have been due to treatment. 

On this basis it can be calculated that, of the 324 women 
who conceived, 15 were already pregnant when first seen ; 
a further 24 who conceived within the prescribed 12 months 
had had no investigation or treatment other than a clinical 
examination ; and 115 became pregnant more than a year 
after the last investigation or treatment of one or both part- 
ners. These three figures, totalling 154, represent 47.5% of 
the 324. If the 12-months limit is thought to be too gener- 
ous and is reduced to six months the total is 200—that is, 
61.7% which can be considered not directly due to treatment. 

It would therefore seem that at least half, and probably 
more, of the conceptions were unrelated to medical treat- 
ment. This is a much higher proportion than generally 
conceded. The only relevant references found in the litera- 
ture are the report by Mazer and Israel (1946) that 13.1% 
of their patients became pregnant during diagnostic study, 
and the unsubstantiated statement by Hanson and Rock 
(1950) that spontaneous cures of sterility are generally 
regarded as likely in 10% of cases. 

In some couples, notably when the wife is already preg- 
nant when first seen, some measuré of success might be 
attributed to the psychological effect of transferring the 
burden of infertility from the couple to the medical 
attendant. In only two cases in this series was adoption 
followed by a first pregnancy, whereas in 14 it was not; 
but one woman, not in this series, who adopted a baby 




















412 Auo. 23, 1952 


END-RESULTS IN PRIMARY STERILITY 


BritisH 
MeEpDIcaL JOURNAL 








after three consecutive abortions, had her first full-time 
pregnancy in the following year. These figures lend sup- 
port to the contention of Hanson and Rock (1950) that “ the 
therapeutic effect of adoption on infertility is speculative 
and without proof.” 


Outcome of Pregnancies in Women Previously Sterile 


There is a general clinical impression that when a woman 
hitherto sterile becomes pregnant the pregnancy is relatively 
more often unsuccessful. Thus Kaplan (1950) writes: “ It 
is probably true that a greater incidence of spontaneous 
abortion exists in sterile women who become pregnant, by 
whatever method employed, than in the normal group of 
pregnant women. Treatment of sterility by irradiation does 
not increase this incidence.” This impression has never 
been confirmed or refuted. However, during the present 
investigation the details of 431 pregnancies occurring in 313 
of the 700 women seen on account of primary sterility have 
been collected. The fate of these pregnancies is shown in 
Table VI. 


Taste VI.—Outcome of Pregnancies 














313 118 431 
First | ae Total | 
Pregnancies Pregnancies Pregnancies 
Carried beyond 28 weeks. . 247 (7805 84 (71- 2% ) 331 (76-8% 
Mas ok. we *e0 938 33 8-0 2) 93 (as) 
Ectopic pregnancies i @ Y, ) Ty ) 








* Including | hydatidiform mole. 


Abortion Rate 

The difference between the abortion rates for first and 

subsequent pregnancies is hardly significant (x’=3.41, 
P=8%). A higher abortion rate in pregnancies, excluding 
the first, might in part at least be due to the fact that 
once a couple had a living child further pregnancies were 
not welcome. There was no significant difference between 
the abortion rates in the older women and those in the 
women under 30. 
' At first sight the abortion rate may not seem excessive, 
but when it is remembered that by the very nature of these 
cases self-induced or criminal abortion can be ruled out, 
at least in first pregnancies, the incidence of miscarriage is 
high.- It is in fact double that given for spontaneous abor- 
tion in Britain in the recent papers of the Royal Commission 
on Population (1950). 

»It is interesting to note that in this series, in which many 
therapeutic measures were employed but not irradiation, the 
abortion rate compares closely with those given by Kaplan 
(1947) of 18.4% in 130 pregnancies occurring after irradia- 
tion therapy for sterility, by Rubin (1947) of more than 
15.5% in women who became pregnant after tubal insuffla- 
tion, and by Westman (1950) of 15.5% in 389 women seen 
on account of infertility. On the other hand, Grant (1951) 
reports only 88 abortions in 851 pregnancies in women 
previously complaining of sterility (10.3%), but in 289 of 
these 851 the outcome was not known at the time of the 
report, and the abortion rate was therefore 15.6% in the 
562 pregnancies followed to conclusion. 

These figures therefore bear out the view that when a 
woman previously sterile becomes pregnant her chances of 
spontaneous abortion are considerably increased as com- 
pared with her sister of normal fertility. The reason for 
this increased risk is obscure. We have been unable to 
relate it to the quality of the husband’s semen, but a paternal 
genetic factor cannot be excluded completely. What does 
seem reasonably well established is that the high abortion 
rate is related to the previous infertility rather than to the 
method of its treatment. 


Ectopic Rate 
The frequency of ectopic pregnancy in general is given 
as 0.3%, although the incidence varies in different localities. 
The incidence of 1.7% in this series shows a significant 
increase, for the probability of observing 7 or more 


ectopics in 431 pregnancies when the standard rate is 0.3% 
is less than 1 in 500. Moreover, the figure of 1.7% com- 
pares with ectopic rates of at least 2% reported by Grant 
(1951), of 1.7% given by Mazer and Israel (1946), and of 
1.3% in Kaplan’s latest series (1950). These writers, how- 
ever, included cases of secondary as well as primary sterility, 
which may have weighted their figures somewhat. Presum- 
ably tubal dysfunction is the chief factor in’ the ‘increased 
ectopic rate, but the details of the six cases occurring in 
first pregnancies are of interest (Table VII). None of these 
six women has become pregnant again. 


Tass VII.—Ectopic First Pregnancies 
(1) Tubal: No ious treatment of wife. ee treatment 


husband for low = 
(2) Tubal: Was pregnant at vy ~y coavaitation. 
(3) Tubal: 


Conception wi 1 month of positive tubal insuffla- 


(4) Tubal: Conception 26 months after positive hysterosalpingo- 
(5) Tubal: Nett eames, but had at least one fibroid in uterus. 
(6) Ovarian: Conception 36 months after removal of opposite tube 


and ovary for chronic post-appendicitis pelvic 
infection. 

None of the tubal pregnancies among our cases followed 
on operations for salpingostomy. Incidentally, in two cases 
routine section of the small pieces of tube removed at 
salpingostomy provided the first evidence that the under- 
lying pathology was tuberculous. This accords with the 
view of Sharman (1944) that blocked Fallopian tubes in 
the apparently healthy woman may be due to subclinical 
tuberculous salpingitis. 


‘ 


_Malformation Rate 

This has been investigated from two points of view. The 
first is bound up with the general opposition in Britain to 
irradiation of the ovaries in sterility, partly on the ground 
that the malformation rate in children subsequently born, 
and in their descendants, would be not inconsiderable. Thus 
Crainz (1946) collected from the literature 1,305 cases of 
pregnancies in women previously irradiated. Of 881 full- 
time and premature babies born, 23 (2.6%) showed con- 
genital malformations. But his series included women 
irradiated for causes other than sterility, such as fibroids 
and pelvic infection, which involved the employment of a 
relatively high dosage. 

It must be stated, however, that Greenhill (1944), Kaplan 
(1947), Wolfe (1950), and others insist that the malforma- 
tion rate following irradiation for sterility is not raised if 
proper precautions are taken; and Kaplan (1950) would 
claim this for the second generation also. Thus in 130 
pregnancies in Kaplan’s 1947 series only one foetus was 
malformed, and that was ascribed to the fact that the mother 
was already pregnant when treatment was begun. It is 
universally agreed that post-conceptional irradiation does 
involve a high risk of, foetal abnormality. 

However, even if the malformation rate following irradia- 
tion therapy for sterility is significantly raised, it might not 
be on account of’ the irradiation, but because the rate is 
increased in all women previously infertile who become 
pregnant, however treated. Therefore, to be logical, the 
malformation rate in babies conceived after irradiation 
should be compared with the rate, not in all babies, but 
in babies born of women treated for sterility by other 
means. The present investigation offers such a control 
figure because none of the patients were treated by irradia- 
tion. There were four abnormal babies among the 331 of 
more than 28 weeks’ maturity (1.2%) (Table VIII). 


TasBLe VIII.—Abnormal Babies 








Mother’s Baby’s . 
je at Husband’s Semen Birth Abnormality 
Delivery Order 
33 Not tested 3rd Mongol 
38 110 million sperm/ml. Ist Absent ureters and 
70% normal forms kidneys 
33 78 million sperm/ml. Ist Absent Tere hand 
95% normal forms 
31 46 million sperm/ml. 2nd Hare-lip 
45% normal forms 
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A recent Ministry of Health Report (1949) gives a tenta- 
tive figure for the general population in Britain: of 0.5 to 
1%, but this almost certainly understates the frequency, for 
Record and McKeown (1950) report an incidence of 0.59% 
for major malformations of the central nervous system alone. 

It would therefore seem that the congenital malformation 
rate in viable babies of women previously sterile is similar 
to that of the population in general, and this probably 
irrespective of the method of treatment. This is supported 
by a recent paper by Grant (1951), who found six abnormal 
babies among 457 born to women previously sterile, a rate 
of 1.3% against the rate of 2% in his general obstetric 
service. 

With regard to the second point of view, it was thought 
desirable to see whether any support could be offered by 
this investigation to a theory that there is a sterility- 
abortion—malformation sequence due presumably to 
“defective germ-plasm.” 

There is certainly an increased incidence of abortion in 
women previously sterile, but this investigation has shown 
no proportional increase in congenital abnormalities in 
foetuses of more than 28 weeks’ maturity. However, 
Hertig and Livingstone (1944) have repeatedly demon- 
strated a high incidence of pathological ova and foetal 
anomalies in abortions. It may also be significant that 
Schultze (1949) has been quoted, although without specific 
reference, as having reported that previous sterility is a 
much more common finding in women aborting with 
abnormal than with normal ova (58% against 31.2%). 
There is therefore a possibility that there is an increased 
incidence of foetal abnormalities in women previously 
sterile, but it is not apparent; and in fact these abnor- 
malities thereby account for the high abortion rate in these 
women. 

The possibility of a sterility-abortion—malformation 
sequence thus remains to be refuted or confirmed. 


Summary 

Sterility should be regarded as a legitimate complaint 
when no pregnancy occurs within one year of uncon- 
tracepted married life. 

The overall conception rate in 700 couples seen on 
account of primary sterility was 46.3%, so far as could 
be ascertained by a limited follow-up. If all of the 
women had been followed to the menopause the actual 
rate would probably have exceeded 50%. 

In only one-half of the successes-at the very most does 
it seem reasonable to ascribe the conception to medical 
treatment, the remainder being due to time and chance. 
The high rate of spontaneous cure should be borne in 
mind when evaluating the results of any form of 
treatment. 

Among the women previously sterile who became 
pregnant the abortion rate was double that given for 
spontaneous abortion ; the ectopic rate was also signi- 
ficantly increased. 

The incidence. of congenital malformations in foetuses 
of more than 28 weeks’ maturity was not increased, but 
the high abortion rate might be due to foetal anomalies. 
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AND 


F. D. STOTT, M.A., D.Phil. 
(From the Western Hospital, Fulham ; the Department of 
Neurology, Oxford; and the M.R.C. Electro-Medical 
Research Unit, Stoke Mandeville Hospital, Aylesbury) 


The experience of recent years has: made it apparent 
that considerable preparation must be made for dealing 
with outbreaks of poliomyelitis in this country if the 
victims are to benefit from advances in knowledge of 
the disease and its treatment. In this disease the cor- 
rect use of mechanical aids to respiration is important 
as a means not only of saving life but also of resting 
a partially paralysed but very vital group of muscles. 
For this purpose there is nothing to compete with the 
cabinet respirator as regards efficiency, but for conval- 
escent patients still requiring some respiratory assistance 
a type of respirator which makes nursing and physio- 
therapeutic care easier is very desirable ; in this con- 
nexion the possibilities of cuirass-type respirators require 
investigation. 

The early models of cuirass respirators were described 
in the M.R.C. Report, published in 1939, and were 
thought to be promising. Since that date respirator 
development in this country has been curtailed by the 
war, and is only now getting into its stride again. Work 
has, however, continued in America and Sweden, and 
we describe below two representative types—one Ameri- 
can and ‘one Swedish—which have been tested. These 
tests are a continuation of investigations previously 
reported (Bourdillon et al., 1950). 


Two Types in Use 


Cuirass respirators are of two types: first, those 
which completely surround the trunk, and, secondly, 
those in which a light “ shell” (or chest-piece) i is applied 
to the front of the chest and abdomen. Both types of 
respirator have to be airtight on the body, and nega- 
tive pressure is applied intermittently. The two respira- 
tors described below are of the second type, in which 
the upper edge of the shell rests on the upper ribs or 
clavicles ; the respiratory movement produced is of the 
lower ribs and diaphragm, the latter being pulled down 
by the outward suction effect on the upper abdominal 
wall. Expiration depends on the recoil of the chest and 
abdomen after the suction phase.. 
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THE MONAGAAN RESPIRATOR 


The Monaghan respirator* consists of six graded sizes of 
chest-piece (ranging in size from infant’s to large adult’s), a 
pump unit, a positive pressure breathing unit, and a battery 
unit (Fig. 1). 

The Chest-pieces.—These are made of transparent acrylic 
resin, with rubber cushions round the edge to provide an air- 
tight seal. The 
cushions are made 
of sponge rubber 
enclosed in an air- 
tight outer skin, 
which can be in- 
flated if necessary 
to improve the fit. 

The Pump Unit. 
—This is a light 
and portable unit 
in which the pump 
is driven by a small 
12-volt D.C./A.C. 
motor, with an ad- 
justable governor 
to control the 
speed. The pump 
is a piston type 
with an outlet at 
each end of the 
cylinder, and will 
therefore run two 
chest-pieces simultaneously but in opposite phase ; for this 
purpose the pump unit is fitted with two independent hose 
connexions and two sets of controls and pressure gauges. 
The pump unit can also be used to give both negative and 
positive pressure to the cuirass and face mask respectively. 
It is important to note that the pressure gauge on this 
machine is calibrated in mm. Hg, instead of the customary 
cm. H2O (1 mm. Hg=1.36 cm. H20). 

The Positive Pressure Unit can be connected to the other 
end of the. pump by plugging into the hose connexion, and 
can then be used to deliver oxygen or oxygen/air mixtures 
to the patient via an anaesthetic mask or tracheotomy tube 
at a controllable positive pressure. The positive pressure 
phasesin the mask thus coincides with the negative pressure 
phase in the chest-piece, and so reinforces the pressure differ- 
ential during the inspiratory phase. The gas delivered to 
the patient can be either oxygen from a cylinder or room air 
drawn in through a filter. The construction of the unit is 
such that only clean filtered air, unmixed with air from the 
pump, reaches the mask, so that there is no possibility of 
contamination of the inspired air with lubricant. 

The Battery Unit.—This incorporates a 12-v. lead-acid 
accumulator and a built-in trickle charger. It may be left 
permanently connecte@ to the pump unit, and will take over 
the running of the respirator automatically and without 
interruption in the event of supply failure. 





Fic. 1.—The Monaghan respirator. 


THE KIFA RESPIRATOR 


The KIFA respirator¢ consists of four different sizes of 
chest-piece, from child’s to large adult’s, and a pump unit. 
Also provided is a gantry, the use of which is described 
below (Fig. 2). 

The Chest-pieces are made of aluminium alloy, thick 
enough to be very robust but none the less sufficiently 
flexible to be bent inwards at the edges when necessary to 
adapt them to fit the patient closely. The seal round the 
edge is a rubber tube of about 2 in. diameter, similar to a 
motor-cycle inner tube. This is intended to be used only 
partially inflated, so that it rolls with the movement of the 
chest-piece and thus avoids rubbing. 





*Manufactured by J. J. Monaghan Co. Inc., Denver, Col., 
U.S.A. English agent: Electronic and X-ray Applications Ltd., 


17, Pennant Mews, Kensington, London, W.8. __ ; 
+Manufactured by Kirurgiska Instrument Fabriks Aktiebolaget, 


Stockholm, Sweden. 





The Pump Unit is of generous capacity, with a 1/6 h.p. 
A.C. motor, having an ample reserve of power. It is excep- 
tionally silent in use, and is very well built. An alarm device 
rings a bell if the pressure falls below a pre-set level ; the 
alarm device js, however, rendered inoperative when positive 
pressure is used. In the event of power-supply failure the 
pump can be operated by means of a handle, which can be 
brought into use in a few seconds. 





ee 
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Fic. 2.—The KIFA respi 





rator. 
Use and Performance 


INDICATIONS 


Cuirass respirators may be used for almost any type of 
patient, and, indeed, if extensive or intensive physiotherapy 
or nursing care for the limbs is needed there is no more 
satisfactory method, especially if the patient is a respiratory 
cripple. There are also satisfactory reports of the use of 
these respirators in cases with a tracheotomy (Peterson and 
Ward, 1948 ; Wilson, 1951). 

When considering the use of a cuirass respirator for a 
patient, we have found the following points of importance. 
First, it is essential that no overt respiratory tract infection 
or atelectasis is present. As will be discussed in greater 
detail below, cuirass respirators give less ventilation than the 
cabinet type, so that a relatively slight respiratory complica- 
tion may necessitate a return to the cabinet respirator. Be- 
cause of this it is wiser not to use the cuirass respirator until 
after the end of the acute period, when the liability to respir- 
atory complications is decreasing (Wilson, 1951). Secondly, 
the patient should preferably have some respiratory ability 
of his own, since not only is the ventilation better and the 
reserve greater if the patient can co-operate actively with 
the machine, but transfer to the cuirass respirator is much 
simpler. In addition, there is less danger in the unlikely 
event of a seal leaking. (The alarm bell fitted to the KIFA 
is, of course, an important safeguard.) However, if the 
above points are borne in mind the cuirass respirator may 
be found suitable even for a patient with total respiratory 
paralysis. 

When transferring a patient from a cabinet respirator to 
one of the cuirass type, we have found it wise to try the new 
respirator for only 20 minttes on the first day, and thereafter 
to increase the period by an hour daily, since the different 
action of the cuirass respirator may at first cause progressive 
discomfort. 


APPLICATION TO THE PATIENT 


With the patient lying flat in bed or on the stretcher of 
the cabinet respirator the largest chest-piece which can be 
made to surround the trunk snugly should be selected. In 
the KIFA the aluminium shells should first be bent inwards, 
so that when applied to the patient’s chest they hug the sides 
of the body firmly. The Monaghan shells, on the other 
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hand, are more flexible, and so require to be pulled in on to 
the patient’s trunk by means of the two elastic straps across 
the back. The leather strap of the KIFA is needed only if 
positive pressure is being used in the cuirass. The chest- 
piece will usually seal without any difficulty as soon as the 
pump is switched on, but the pneumatic pressure inside the 
rubber seal may have to be adjusted by means of the inflator 
provided. The negative pressure will pull the shell down on 
to the patient at each stroke, the travel being often as much 
. as half an inch. In order to prevent sores it is important 
that the clothing under the shell shall not become wrinkled, 
and we have found that a stockinet singlet is best. Care 
should also be taken to see that the lower edge of the 
Monaghan does not cause redness or chafing over the iliac 
crest; the occurrence of this has prevented some patients 
from using the Monaghan. The down-and-up movement of 
the KIFA can be restricted to some extent by the gantry, 
which consists of two adjustable legs supporting a hori- 
zontal bar to which the shell can be ‘clamped. Some move- 
ment of the shell must be allowed or the seal will not be air- 
tight. The comfort of the KIFA respirator is considerably 
improved when the gantry is in use. 

The performance of these respirators in terms of- tidal 
volume for a given negative pressure cannot equal that of 
a cabinet respirator. For example, on some subjects, using 
either KIFA or Monaghan, it is impossible to produce a tidal 
volume greater than 500 ml., even though the negative pres- 
sure amounts to 35 cm. H:O (26 mm. Hg). On the same 
subjects a cabinet respirator may give a tidal volume of as 
much as 1,000 ml. at a negative pressure of only 20 cm. 
H:O. However, for lower pressures the differences are not 
so marked, and at a negative pressure of 15 cm. HzO the 
figures on these subjects are 300-500 ml. for the cuirass type 
as against 700 ml for the cabinet respirator. Thus, for 
patients who are convalescent and not entirely without 
respiratory power these respirators may be quite suitable. 
If the chest-piece can be made to fit comfortably the cuirass 
respiratoy may also be used for thé chronic case with severe 
paralysis and wasting, since the need for ventilation has 
become much less than normal. 

If in practice a negative pressure of 15 to 20 cm. H:O 
does hot give sufficient ventilation for a patient in a cuirass 
respirator there is usually little to be gained by increasing 
the negative pressure further, and, indeed, to do so may be 
harmful. Severe pulmonary emphysema of the anterior 
portions of the lungs, with dilatation and fragmentation of 
the alveoli, has been reported in such circumstances (Plum 
and Wolff, 1951). Should the patient not obtain adequate 
ventilation in the cuirass he should be retugned to a cabinet 
respirator. 


Discussion 


Sufficient has been said of these cuirass respirators 
to indicate that, though of great value and convenience 
in certain cases, they are not so efficient as cabinet-type 
breathing machines as regards the ventilation produced. 
Nevertheless, their development shows interesting possi- 
bilities, and sufficient should be available for special 
cases. The operation of the Monaghan by a 12-volt 
battery is an enormous advantage when a patient with 
respiratory paralysis requires transportation, since the 
whole machine with a patient in it can be conveyed 
easily in an ambulance. Further, in slight cases of 
respiratory paralysis the limited assistance of the cuirass 
may be sufficient to tide the patient over a short period 
of respiratory difficulty. 

Our clinical experience of the use of these cuirass 
respirators is limited, but we have used them both on 
children and adults, on patients in the acute stage, and 
on convalescent patients requiring only periodic or par- 
tial assistance with respiration. We have found that, 
though they are not as yet able to take the place of 
the cabinet-type respirator, they are certainly useful in 
selected cases. 


Summary 


The advantages and disadvantages of the cuirass type 
of respirator are reported. 

The Monaghan and KIFA types are described. 

Such machines are useful in certain cases of respira- 
tory paralysis, particularly in the corivalescent stage, 
where the full use of a cabinet respirator has become 
unnecessary and burdensome. 

Further improvements in design may be hoped for. 
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NEUROLOGICAL COMPLICATIONS 
ASSOCIATED WITH INSECTICIDES AND 
FUNGICIDES 


BY - 


A. M. G. CAMPBELL, D.M., F.R.CP. 
Physician, Bristol Royal Hospital 


This paper describes several cases of polyneuritis that 
occurred in men and women who had been using a 
certain insecticide preparation for treating woodworm. 
The insecticide is a proprietary preparation, the exact 
formulation of which is unknown, but which contains 
ortho- and para-dichlorobenzene, D.D.T., and penta- 
chlorophenol. 

Cases 1 to 5 had a peripheral peuritis, and Case 2 had, 
in addition, a retrobulbar reuritis. In Cases 6 and 7 
retrobulbar neuritis developed a few days after using 
the insecticide. 

Cases 1 and 2 

Case 1—A butcher, aged 42, attended the out-patient de- 
partment in December, 1949, complaining of tingling in the 
feet and hands for the past nine months. Previous illnesses 
were irrelevant and there was no family history of poly- 
neuritis. On examination a slight sensory loss in the fingers 
and toes to pin-prick and cotton-wool was noted, but other- 
wise there was no abnormal physical sign. His blood count 
was normal and there were no signs of anaemia. A test 
meal showed a normal acid curve. He was treated with 
vitamin B: without any improvement, and three months later 
he brought his wife to hospital with the same symptoms. 

Case 2.—The wife of Case 1, aged 39, had begun to notice 
symptoms of tingling in both hands and feet, with slight 
instability in walking and a feeling of tightness round the 
waist and paraesthesiae in this area. Her symptoms had 
developed in November, 1949—that is, eight months after 
those of her husband—and were generally more severe. 
From January to May, 1949, she was treated with vitamin Bi 
and a course of dimercaprol without improvement. 

They were admitted to hospital and investigations were 
repeated on their acid curves and blood counts without any 
abnormality. Examination of their food and water supply 
for lead and arsenic revealed nothing abnormal. A pyruvate- 
tolerance test showed abnormal tolerance (see Table). In 


Pyruvate Tolerance Test 














Fasting After 60 Minutes | After 90 Minutes 
Case 1 - ~ 0-69 mg. 0-93 0-97 mg. 
ee a 143 2-04 
i 








Expressed of acid per 100 ml. of blood. Maximum normal 
vainwe doactenmeeel ing. 100 ml.” Thus, only Case 2 is definitely abnormal. 
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May, 1950, the wife developed an acute retrobulbar neuritis 
in the left eye, with a large central scotoma. This lasted for 
six’ weeks. 

It was not until July, 1950, that a clue to the possible toxic 
agent was obtained. It was found that both patients had 
been using a proprietary compound of woodworm killer, 
containing the mixture stated above, for about a year. The 
time relationships in this usage were of importance. The 
husband had moved down to Clevedon, leaving his wife 
in Bristol, and had started using the substance several 
months before his wife, and his symptoms had preceded hers 
by about the same number of months. They had used the 
substance continuously twice a week over the period stated, 
getting their hands covered with the chemical when mopping 
it on to the furniture with a cloth. On entering their house 
it was quite clear that most of the furniture had been satur- 
ated in the substance and there was an extremely strong 
smell of para- and ortho-dichlorobenzene. 

Immediately the possibility was realized that this was the 
toxic agent, steps were taken to stop its use, and both patients 
have made a slow improvement. Vibrationometer tests show 
that vibration sense had improved by about 50% in nine 
months. The patients’ symptoms persisted for a long period 
and only after a,year were they relatively free of severe 
cramping pain and pins-and-needles in the extremities. One 
characteristic of their syndrome, shown also by other cases, 
has been the severity of the sensory disturbance compared 
with the objective findings. It is important that these two 
patients, as did most of the other cases described below, 
saturated their hands with the substance and did not apply it 
with a brush‘or with a syringe as advised by the makers, 
and that they also used it on a cupboard containing food. 


Other Cases 


Case 3—A housewife aged 44 suffered acute epigastric 
pain early in November, 1949. It lasted for three days, and 
on the third day of the illness she, developed weakness of 
the legs with gross ataxia and pins-and-needles in all four 
limbs. The symptoms gppeared to improve about a week 
after the onset, although by this time a facial paralysis on 
the right side had developed. I saw her three weeks later 
and found a right facial paralysis and a glove-and-stocking 
anaesthesia to all forms of sensation anywhere between the 
ankle and just above the knee. There was marked ataxia in 
arms and hands, with a diminution in the grip of both hands. 
She made a slow but steady recovery, and when seen six 
months later there was no abnormal physical sign. In view 
of the history of the previous two cases, inquiry was made 
about the use of insecticide. This patient had used the same 
compound three days before the onset of her illness, and she 
admitted to using about a bottle on old furniture, having 
mopped it on with a cloth in the same way as the previous 
patients. Her hands were covered with abrasions from 
gardening, and during the treatment of the furniture she 
noticed a stinging pain in these abrasions from contact with 
the solution. She refused to enter hospital. 

Case 4.—A retired man aged 61 was first seen in October, 
1951, complaining of pins-and-needles in his feet and hands 
for the past three months. At the end of August he had 
noticed the onset of cramping pain in his feet and hands, 
and particularly in his calves, and one month after the onset 
had become unsteady on his legs and had a feeling as if he 
was walking on air. In July, 1951, one month before the 
onset of the symptoms, he had used the same compound 
on furniture, applying it with a swab of cotton wool tied to 
a stick, but he admitted that his hands had got contaminated 
with the solution.. On examination he showed a marked 
sensory loss to pin-prick, vibration sense and touch up to 
the mid-calf, and a slightly less impairment in the hands. 
He was treated with vitamin B:, 100 mg. daily, and over 
a period of five weeks made considerable recovery. Investi- 
gations showed the blood count, urine, cerebrospinal fluid, 
and test-meal curve to be normal. 

. Case 5—A housewife aged 38 was seen after her symp- 
toms had cleared up, but her doctor had recognized the 
possibility of this toxic agent and had confidently diagnosed 


that her symptoms had been due to it. Her history was as 
follows : She moved to a new house in April, 1951, and 
applied the same woodworm killer to furniture, soaking a 
cloth with the chemical and applying it with both hands to 
three or four cupboards. She contaminated her hands with 
the fluid, more on the right side than on the left, and used 
it for five days. A week after its application she noticed 
weakness and numbness in both hands, particularly at the 
finger-tips and much more acutely on the right than on the 
left. There was also some clumsiness of the right hand and. 
an inability:to perform fine movements. She visited her 
doctor, who diagnosed mild peripheral neuritis, the symp- 
toms of which took about five weeks to clear up. When seen 
three months later she had made a complete recovery. 
Case 6.—A housewife aged 34 had used half a bottle of 
this solution on bedroom furniture. The onset of the eye 
symptoms followed five days after using it. She had a left 
retrobulbar neuritis with a central scotoma, which recovered 
completely in three months. No polyneuritis was. present. 
Case 7—A railway clerk aged 38 developed a left retro- 
bulbar neuritis with a visual acuity of 6/36, recovering over 
a period of three months. He had used the same material 
three times on furniture, the last occasion being on the day 
before the onset of his eye symptoms. There was no 
evidence of polyneuritis. . 


Discussion 


It must be remembered that over 30% of cases of peri- 
pheral neuritis and retrobulbar neuritis seen in any out- 
patient department are of unknown aetiology. It is there- 
fore with some caution that one would associate a small 
series of such cases with any specific cause. It is necessary 
to consider which, if any, of the ingredients of this prepara- 
tion might be suspected. 

Para- and ortho-dichlorobenzene have been widely used in 
industry for many years and have a reputation for being 
non-toxic. It is unlikely that they would have maintained 
this reputation had they been a cause of peripheral neuritis 
even in a small percentage of the workers handling them. 
They have been shown to be liver poisons. 

D.D.T. has been widely used for many years now, and 
often under conditions in which those handling it were 
grossly contaminated with the material. Small doses have 
been alleged to cause liver lesions in the rat, while lethal 
or near-lethal doses are associated with serious neurological 
disturbances—tremors, convulsions—which eventually kill 
the animal. 

Studies on insects suggest that D.D.T. interferes with the 
proper functioning of the peripheral nervous system. The 
only record of peripheral neuritis alleged to be due to D.D.T. 
is that of Klingemann (1949). A hospital orderly was using 
10% D.D.T. powder to disinfest mattresses. He mixed the 
powder with an ointment and got the D.D.T. into an oily 
solution, which grossly contaminated his skin. He sweated 
profusely, and had a bitter taste in his mouth, which was 
followed by paraesthesia and vomiting. The next day he 
had great fatigue, and tremors and ataxia in the legs with 
some sensory loss. On examination he showed marked peri- 
pheral neuritis, with absent reflexes and diminished sensa- 
tion, which persisted for several weeks. During the second 
week of the illness he developed jaundice and some nerve 
deafness. No visual disorders were recorded in this case. 

Velbinger (1947) administered D.D.T. to human volunteers 
and described vague sensory disturbances in the limbs and 
a marked hyperaesthesia round the mouth. I have seen 
seven cases of retrobulbar neuritis in men and women with 
a history of having handled D.D.T. immediately before the 
symptoms appeared. However, the association has not been 
clear enough to incriminate the D.D.T with certainty. It is 
particularly absorbable in oily solvents and is more likely 
to be toxic in those circumstances. From recent experiments 
on cows carried out in Switzerland it seems to be much 
more toxic to the nervous system of the young animal. 

Pentachlorophenol has been extensively used in recent 
years as a fungicide for the treatment of timber. Care in 
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handling solutions of this substance is advised, because it can 
produce a severe dermatitis. Biochemically, pentachloro- 
phenol resembles the dinitrophenols in its action on metabo- 
lism by inhibiting phosphorylating processes and allowing 
oxidative reactions to proceed more rapidly. From Germany 
comes a report of severe sciatic pain and neuritis and asso- 
ciated skin eruptions occurring in eight persons working 
with pentachlorophenol. The symptoms and signs were in 
the legs, but otherwise closely resembled those in the upper 
limbs of the cases described above. 

Animals poisoned with pentachlorophenol may show 
slight motor weakness and convulsive seizures. Applied to 
the skin of rabbits the insecticide preparation caused a fatal 
liver necrosis, and when given orally to rats in lethal or 
near-lethal doses it produced coarse tremors and convulsions 


characteristic of either D.D.T. or pentachlorophenol poison-— 


ing. Liver damage in rats was not conspicuous. 
It was administered to three hens, because this species is 
especially susceptible to the neurological damage produced, 


- for example, by tri-ortho-cresyl phosphate, Doses sufficient 


to make the hens very ill and cease eating were not followed 
by any evidence of neurological damage. This is perhaps 
not surprising, as the injury in these cases was mainly 
sensory, while in tri-ortho-cresyl phosphate poisoning. they 
are mainly motor in distribution. It has thus proved im- 
possible to obtain confirmation of suspicions about this 
insecticidal preparation by means of animal experiment. 


Conclusion 

The purposé of writing this article is to draw attention to 
the possibility that the insecticide preparation under review 
may be a cause of some cases of peripheral neuritis. It 
should be emphasized that in all the cases the material had 
been handled carelessly and contrary to the maker’s recom- 
mendations, and gross skin contamination had taken place. 

It seems probable that the condition will be seen only in 
those who handle the material carelessly and are themselves 
particularly susceptible to neurological injury by chemical 
substances. Little is known about the aetiology of 30% of 
cases of peripheral neuritis, and this description may serve 
to draw attention to at least one other possible causal factor. 


Summary 


Several cases with neurological symptoms have been 
described after exposure to a proprietary insecticide. On 
the evidence available it is impossible to say with cer- 
tainty what chemical in the preparation was responsible 
for the symptoms, but it is thought most likely that they 
were caused by pentachlorophenol, as it is highly soluble 
in fat. It is not possible to exonerate D.D.T. completely, 
and further experiments and observations would be 


* necessary before stating with certainty that D.D.T. did 


not play a part in the development of symptoms in these 
cases. 


I am grateful to Professor T. F. Hewer and Professor H. S. 
Hellér, of Bristol University, and to Dr. J. M. Barnes, of the 
Toxicology Research Unit, Medical Research Council, for the 
animal experiments, to the latter for advice and help in prepar- 
ing this paper; and to Professor R. H. S. Thompson for the 
blood-pyruvate estimations. 


ADDENDUM.—Since this paper was written a patient has 
presented with very similar signs of polyneuritis accom- 
panied by purpura, following exposure to a concentrated 
D.D.T. aerosol preparation during his work as a chemist. 
This is of interest because in the United States (F. E. 
Karpinski, J. Pediat., 1950, 37, 373) purpura has been found 
to occur in children exposed to aerosols containing D.D.T. 
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PSYCHIATRIC SURVEY OF A RANDOM 
SAMPLE OF SKIN OUT-PATIENTS — 


BY 


S. P. HALL-SMITH, M.D., M.R.C.P., M.R.C.P.Ed. 


Consultant Dermatologist, Brighton and Lewes Group of 
Hospitals 


AND 


ALAN NORTON, D.M., D.P.M. 
Consultant Psychiatrist, Bexley and Lewisham Hospitals 


An appreciation of the importance of psychological 
factors in many dermatoses is by no means new. 
Sydenham (1681), for example, writing of the “ hysteric 
diseases,” described angioneurotic oedema affecting one 
leg ; Turner (1726) cited a case of rosacea in a woman 
which he attributed to grief at the death of her husband ;. 
Bateman (1829) observed that pompholyx diutinus 
seemed often to occur after continued fatigue and 
anxiety. 

In the past twenty-five years interest in the cuihbect 
has been revived, and in the last ten years there has been 
a spate of literature on many aspects of this “complex 
relationship. Reports have mostly been of three types : 
(1) Intensive studies of individual cases of skin disorder 
which seek to show a causal relation between psychic 
stress and'skin eruption. (2) Extensive studies of the 
psychic characteristics of sufferers from a particular 
type of skin disorder—for instance, pruritus ani 
(O’Donovan, 1927), rosacea (Klaber and Wittkower, . 
1939), seborrhoeic dermatitis (Wittkower, 1947). (3) 
Wide generalizations linking particular skin disorders to 
particular types of temperament or psychic constitution 
(Hillier, 1865 ; MacKenna, 1944), 

Despite the older observations and the more recent 
publications, reference to the subject is making only a 
tardy appearance in modern textbooks of dermatology. 
It is difficult to gain from this rapidly expanding litera- 
ture any clear impression of the nature, the extent, or the 
limits of this relationship. Is the connexion one of 
association only, or is it dynamic and more correctly 
represented in psychopathological terms? What pro- 
portion of cases of a particular skin complaint can be 
said to depend on psychic factors? In what kinds of 
people do particular skin illnesses tend to cropup? Are 
there, indeed, any skin complaints which are unrelated to 
temperament and to emotional stress ? 

In an attempt to answer some of these questions a 
psychiatric investigation has been made of a random 
sample of patients attending a hospital out-patient 
department for skin diseases. 


Method 


The random sample was built up by referring the first, 
sixth, eleventh, and sixteenth skin patient seen each day 
(whether a new case or not) to the psychiatrist. By this 
means waiting was reduced to a minimum. If one of these 
patients had already been interviewed the next patient was 
referred in his stead. The interview lasted from half to one 
hour. This is probably not long enough to obtain all the 
relevant facts and attitudes, but there was a practical limit 
to the length of the interview. On several occasions the 
patient was actually walking to the door at the end of the 
interview before he let slip significant information. 

Little resistance to psychiatric investigation was 
encountered. A surprisingly large proportion, after the 
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purpose Of the investigation had been explained to them, 
volumteered the information that they thought their skin 
trouble was related to nervous factors. Unfortunately it 
was some time before the prevalence of this attitude became 
clear, so that exact figures for the whole group were not 
obtained, but probably well over one-half were aware of 
the significance of nervous factors in their skin diseases. 
Only two patients had to be rejected—aged Jews of foreign 
birth who proved incapable of comprehending questions 
or of answering intelligibly. 


Results 


A total of fs0 patients—100 men and 50 women—were 
assessed. From a survey of their personalities and of the 
emotional stresses to which they had been subjected they 
were classified into’ three sections:—Section A: patients 
with an abnormal personality and with a history of recent 
emotional stress. Section B: patients with an abnormal 
personality but who denied any particular stress preceding 
the outbreak of skin disease or its recurrence. Section C: 
patients with a sound personality and with no history of 
stress; also those subjected to minor stress, which there 
was no reason to connect with the development of skin 
lesions. 

Dermatological Diagnosis—An accurate diagnosis was 
arrived at in each case. In fact, the 150 patients shared no 
fewer than 40-diagnoses, but there was only one example 
of 26 of these diagnoses. For our purposes we have reduced 
thesé numerous diagnoses to eight groups. Group 5 con- 
sists of those conditions listed by Becker and Obermayer 
(1947) in their textbook, in which psychic factors are said 
to be of paramount importance but which are not shown 
separately in one of our other groups. These diseases 
include alopecia areata, lichen planus, pruritus ani and 
vulvae, rosacea, and psoriasis and urticaria. Group 6 
includes all those conditions in the aetiology of which 
Becker and Obermayer make no mention of psychic factors. 
A detailed analysis of our results classified in this way is 
shown in Table I. 


TaB_B I.—Incidence of Personality Disorder and Emotional Stress 
in Patients Suffering from Various Skin Disorders 
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Psychiatric Diagnosis —Of the 150 patients seen, 89 might 


“ well have consulted their doctors for psychiatric symptoms 


which were causing them some trouble. The major diagnoses 
would have been: —Men: anxiety states, 42 ; reactive depres- 
sion; 3; hysteria, 9; hypochondriasis, 1; dull and back- 
ward, 2. Women: anxiety states, 18; reactive depression, 
4; hysteria, 6; hypochondriasis, 2 ; dull and backward, 2. 
The symptoms characteristic of endogenous varieties of 
depression were conspicuously absent, and this observation 
is in accordance with the well-known rarity of suicide in 
sufferers from skin complaints (Becker and Obermayer, 
1947). 


Possibility of Treatment-—Twenty men and 12 women 
(21%) seemed in no need of psychiatric help ; 39 men and 
19 women (39%) presented psychiatric problems, but owing 
to their lifelong abnormality the condition would have had 
to be regarded as probably unalterable and attempts at treat- 
ment as likely to be useless; the remainder—41 men and 
19 women (40%)—might, it was felt, have benefited from 
attempts at psychotherapy or alteration of their environment. 

Many further facts were gathered about these patients 
concerning their age, marital status, religious persuasion, 
family history, and childhood stresses. In the absence of 
similar observations on controls these can be of only limited 
interest, and only the significant findings are mentioned. 
These more detailed findings were limited to the 100 male 
patients. 


Detailed Investigation of 100 Male Patients 
1. Duration of Symptoms.—The duration of symptoms 
(Table II) and treatment bears out the reputation of skin 
diseases. Over half of the patients had had their skin dis- 
orders for more than a year, and nearly half had been 
attending hospital for three months or more. 

















TABLE II 
Duration of Sympto le Tod Present Sympto 

n of Symptoms . ymptoms 

- Patients are a Recurrence 
Under 1 month 7 3 
1-3 months x io 
. ir we 13 a 
6 months to | year iiss a 18 ° 4 
1 year to 2 years .. ae <a 16 3 
2yearstoS ,, .. i AY is a 
2. 6 sea «0 7 ~ 11 a 
10 7 99 ” + 9 = 
More than 20 years 3 ~~ 

2. Age.—The age incidence is shown in Table III. 
Tasie Il 
Age ms A Pas S 
nts} D 

0-19 .. —- és es + 40.49 sit el ‘< ‘ 
20-29 .. ‘a 7 oo . 50-59 .. 7 
30-39 .. - oe oo ww 60 and over 





3. Early Life-——Seventeen gave a history of chronic skin 
disease in first-degree relations. No evidence was found 
of any handicap of a particular position in the family. 
Death of a parent, separation, quarrelling, cruelty and 
drunkenness, poverty, and overcrowding were commonplace 
in the past histories of these patients. The incidence of 
these adverse factors seems consistent with figures derived 
from neurotic populations by Sutherland (1941), Ballard 
and Miller (1944), and Slater (1943), but we are ignorant 
of their extent in the general population. 

4. Childhood Neurotic Traits——Sutherland (1941), Hadfield 
(1942), Hyland and Richardson (1942), and Ballard and 
Miller (1944) all agree, despite the inevitably loose and 
individual definitions employed, that only about 20% of 
their neurotic populations -were free of neurotic traits in 
childhood. Among our 100 skin patients, 42 seemed free 
of these traits. Shyness, self-consciousness, and blushing. 
however, were very common (32) and so was nail-biting (13). 
Klaber and Wittkower (1939) found 66% of their rosacea 
patients but only 34% of their controls subject to blushing. 
Wittkower (1947) found 23% of 100 patients suffering from 
seborrhoeic dermatitis to be nail-biters. Nineteen of our 
100 skin patients had suffered from severe morbid fears in 
childhood, 6 had been stammerers, and 5 had often walked 
in their sleep. We may conclude that the incidence of 
neurotic traits in childhood among skin patients is high, 
but not so high as that among psychiatric patients. 

5. Work Record.—This was, in general, extremely good: 
57 had been in one job for at least 10 years, and 18 of 
these had been in one job for 30 years or more. Only 12 
had an unstable work record. For neurotic populations 
the percentage with unstable work fecords is much higher: 
Sutherland (1941), 27% ; Hadfield (1942), 39% ; Ballard and 
Miller (1944), 29% ; Torrie (1944), 26% ; and Guttman and 
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Thomas (1946), 36%. The discrepancy can be accounted 
for in part by the higher average age of the skin patients. 

6. Social Relationships—These were wholly satisfactory 
in only 49; a large sand important group were shy and 
quiet and had few interests outside their homes; only 5 
were very solitary by nature; and 3 resorted to habitual 
abuse of alcohol. 

7. Sexual Adjustment——Of the 75 married patients, 68 
said they were happily married or were widowers who had 
been happy. Of the 25 single patients only 10 seemed well 
adjusted. 

8. Previous Illness—{a) Neurosis: 6 of the 100. men had 
had a previous nervous illness necessitating absence from 
work ; a further 28 had had neurotic symptoms, but not 
severe enough to keep them from working; the remainder 
denied previous nervous symptoms entirely. (b) Psycho- 
somatic illness : 10 patients had suffered from psychosomatic 
illness previously, 3 with asthma, and 6 with gastric or 
duodenal ulcer. (c) Physical illness : 23 had suffered serious 
physical illness previously, but in only 10 cases did it seem 
likely that this illness had any relation to the patients’ 
nervous or skin symptoms. 

9. Recent Stress——A large number of patients had been 
under physical and particularly emotional stress, and in 
many cases it was difficult to_escape the conclusion that 
this stress was causally related to the outbreak of skin 
trouble or to the exacerbation of a pre-existing skin com- 
plaint. Two-fifths had been under moderate or severe stress 
recently, and a further one-fifth under slighter strain. 

10. Personality Disorders—It is difficult to estimate 
personality types, not only because people are all indi- 
vidual, but also because there is much disagreement over 
the meaning of the various adjectives employed. As a 
group these patients had surprisingly abnormal personali- 
ties: 11 had healthy normal personalities ; 34 showed mild 
abnormalities ; and 55 had grossly abnormal personalities. 
Some of the more grossly abnormal are illustrated in the 
case histories below. e 

Four patients had obsessional* traits in severe degree ; 
41 had them in a somewhat less degree. Six patients were 
highly anxious individuals, grossly prone to worry unduly 
about the little things, to fear the worst ; 31 others were 
mild worriers. Often these two traits were combined. No 
fewer than 70 showed either or both traits in significant 
degree, Other traits were much less common: hysterical, 
7; schizoid, 3 ; paranoid-sensitive, 6 ; hypomanic, 1 ; depres- 
sive, 2 ; hypochondriacal, 3 ; aggressive-impulsive, 3 imma- 
ture, 3'; psychopathic—inadequate, 10. Wittkower (1947), in 
a group of 100 seborrhoeic dermatitis patients, found ultra- 
conscientiousness and proneness to anxiety to be charac- 
teristic of two-thirds of them, a figure very similar to that 
found in the presentseries. Of his controls only 24% were 
overconscientious and 26% worried unduly. 

The general impression given by these patients, as com- 
pared with a group of psychiatric patients, was that obses- 
sional traits and a worrying disposition were far commoner 
among them, but that other traits, those which gave rise to 
social and occupational handicapping, were far less common. 


Psychiatric Characteristics of Various Diagnostic Groups 


Becker and Obermayer (1947) pay great attention to 
psychic components in the aetiology of skin diseases. The 
most striking omission from their list is seborrhoeic derma- 
titis, Another omission is sycosis barbae, which figures 
prominently in our series among those conditions included 
in Table I under sections A and B. Certain specific condi- 
tions in these two sections are further discussed. The follow- 
ing groups contain the whole 150 patients. 





*The adjective “ obsessional ” is employed in its less restricted 
sense to imply overconscientiousness, orderliness, a liking for a 
routine existence, a seeking for completeness, a preference for 
peace and quiet, cautiousness, and so on. It does not imply a 
subjective feeling of compulsion and the necessity to check and 
recheck, though many of the patients had these feelings, nor a 
preoccupation with particular words, phrases, or numbers. 


Neurodermatitis (19 cases) 


This group included cases of lichen simplex chronicus 
and atopic dermatitis (disseminated neurodermatitis). Most 
of the cases were anxious obsessionals: 14 cases fall into 
this group, two of these being of very low intelligence. 
Three were grossly inadequate and immature, and two were 
hysterical. In one case compensation factors were of 
importance. 

Case 1A man aged 62 with neurodermatitis of backs 
of hands. An exceptionally rigid, set, and punctilious 
patient—a Plymouth Brother. Full of pride and self- 
esteem. Fourteen years ago was involved in a driving 
accident after having an accident-free record for 30 years. 
The circumstances were such that a slur was cast upon his 
ability and truthfulness. He was, in fact, vindicated, but in 
court, before the hearing, he developed a violent trembling 
of his right arm, and this has persisted ever since. He also 
has a duodenal ulcer. He was working as a packing clerk 
and was often irritated by other people’s carelessness and had 
difficulty, in controlling his aggression. “I take a great pride 
in my work.” His history also included poverty in child- 
hood, strict religious upbringing, and a liking for a quiet 
routine life. He had had little regular schooling, as he was 
reared in the country, and had laboured for years at night- 
school to improve himself. Apart from constant pin-pricks 
at work from the other:“ careless ” workmates there was no 
immediate precipitating factor. 

Case 2—A man aged 38 has had cryptopsychic symptoms 
since 1940: (a) “ Gastritis,” for which he was invalided in 
1943 after seeing a psychiatrist ; (b) the gastritis ceased in 
1947 and was replaced by his present rash ; (c) all the time 
he has had frequency of micturition and aching in the right 
testicle during exertion. Right at the end of the interview 
he said that in 1940, in France, he had intercourse while 
drunk with a French girl and has felt guilty about this ever 
since. He does not seem to have got this off his chest to 
anyone before. He is an only child of parents who separ- 
ated when he was 10 and who were divorced when he was 
16. At this age he joined the Army for seven years. He 
admitted that he was an overconscientious, fussy, cautious 
man who had to check and recheck “ to make sure” every- 
thing is as he would like it. He was a worrier too. There 
had been other sources of stress in the past few years— 
injury in a rocket explosion and the stillbirth of his child 
and severe illness of his wife in 1944. 


Cheiropompholyx 

Of 17 cases with this diagnosis, 12 were of anxious or 
obsessional make-up ; 2 were impulsive, aggressive, psycho- 
pathic persons, 6 had quite severe neurotic traits during 
childhood, and 4 had minor traits of nervousness. Seven 
had been under severe and 3 under mild stress preceding the 
outbreak. 

Case 3—-A man aged 65. An obsessional personality, 
always exceptionally neat and tidy, cautious, and prone to 
worry. Much stress in childhood and an overstrict up- 
bringing. Present job for 30 years, bit it is very responsible 
and he “takes it home with him.” Three years ago he 
was disappointed over promotion, and the man who sup- 
planted him still worked with him. He had a feeling of 
grievance over this. He exhibited frank anxiety symptoms 
—insomnia, tremor, and ‘over-smoking. Two years after 
being first seen he was still under out-patient treatment. 


Sycosis Barbae 


Eight cases are included in the series. The psychiatric 
findings were striking, and of all the groups it seemed to 
consist of the most abnormal people. These comprised a 
dull hysteric with skin symptoms on and off for 25 years ; 
an anxious hypochondriac, who had fussed over his. bowels 
all his life and his skin for 10 years ;,a grossly inadequate 
psychopath, a chronic alcoholic; an anxious obsessional 
working long hours and carrying heavy responsibility ; an 
immature, mother-bound, and narcissistic youth plagued by 
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severe guilt over masturbation ; one who had been invalided 
from the Army because the “ pace was too hot ”; one who 
had pronounced feelings of inferiority, social anxiety, and 
multiple neurotic traits, and who continued to attend the 
psychiatric department for therapy; and an obsessional 
Jewish patient who was out of work, in severe financial 
—— and had mashed feelings of guilt because of 
bt. 

Case 4—A man ial 25 was over-conscientious and a 
sufferer from pronounced inferiority feeling. He was able 
by means of his rash to rationalize his failure to get on 
socially—that is, people did not like the look of him. At 
the age of 16 he had to take on responsibility for the family 
on his father’s death. He gave a history of neurotic traits 
from childhood. He talked much about the unhappiness 
of his married life. 


Seborrhoeic Dermatitis 

Of 13 cases in this series, including both male and female 
patients, 10 were of anxious and obsessional make-up, one 
was hypochondriacal, and one man and one woman were of 
sound personality—in the case of the man, sensitization fac- 
tors were playing a part in the continuation of his symp- 
toms ; the woman, though stable emotionally, had suffered 
stress because of a road accident involving her child. Six 
had frank anxiety symptoms and five had neurotic traits 
dating from childhood. A wide variety of stresses seemed 
to be operating, including financial insecurity and unhappi- 
ness at work, sexual guilt, and worry over health other than 
skin trouble. Of the four who seemed to be under no 
stress, two had grossly abnormal personalities. 

These figures seem to confirm the conclusions of 
Wittkower (1947) about the psychic constitution of these 
patients, though it was not apparent that, as he states, the 
skin condition was especially related to difficulties in social 
contacts. 

Case 5—A man aged 38 was a lifelong worrier. He 
worried about everything—his work, his children, his re- 
sponsibilities ; he was over-conscientious, cautious, neat, 
and over-punctual. His worries kept him awake. He was 
invalided from the Army on account of his skin. He has 
had precipitancy and frequency of micturition for years for 
which no organic basis can be found. There was apparently 
no special source of recent stress. 


Becker and Obermayer’s Positive Group 

This group of 28 cases includes 8 cases of alopecia, 
3 of lichen planus, 6 of various types of pruritus, 2 of 
rosacea, and 9 of psoriasis. Of these cases, 18 showed 
anxious obsessional traits, 4 were hysterical, 2 were imma- 
ture, 2 were inadequate psychopaths, and 2 were of normal 
personality. 

Case 6 (Alopecia Areata).—This patient, a man aged 37, 
sat throughout the interview in a fixed attitude, answering 
precisely and most seriously. He was highly obsessional, 
cautious, conscientious, over-punctual, unable to relax, and 
prone to easy guilt. He called smoking an “ unclean habit.” 
He is a Plymouth Brother. He has had one job all his life 
and leads an extremely neat, quiet, and ordered existence. 
His second child died in May, 1946, from Rh incompati- 
bility, and his third in August, 1948, from the same cause 
despite all precautions. The alopecia came on during his 
wife’s last pregnancy. He felt personal guilt and responsi- 
bility over these deaths. He believed that he was told’ it 
was his fault, but this was probably a misinterpretation. 
It seemed obvious that this patient’s alopecia depended, at 
least in part, upon emotional factors. 

Case 7 (Lichen Planus).—A loquacious, hypochondriacal, 
and querulous woman had multiple symptoms, including 
headache and dyspareunia. She had had recurrent attacks 
of urticaria for five years, during which time repeated 
investigations for sterility were made. Then she developed 
a generalized attack of lichen planus with severe irritation. 
During the six months during which the lichen planus was 
manifest the urticaria cleared; within two months of the 


lichen planus lesions fading the urticaria had returned. Her 
relations with her husband were most unsatisfactory. It 
seemed that her skin troubles were used to protect her from 
him sexually. 


Becker and Obermayer’s Negative Group 

This group comprised eight cases of various types of infec- 
tive skin condition, five cases of varicose dermatitis, two 
fungus infections, and 10 miscel us cases, which 
included single cases of capillary naevus, erythema multi- 
forme, herpes simplex, pityriasis rosea, rodent ulcer, scabies, 
senile keratosis, warts, and xanthomatosis. 

Four of the infective cases had anxiety or obsessional 
symptoms ; in four other cases there was little evidence of 
Stress or predisposition. Three cases of varicose dermatitis 
were overanxious obsessionals, one was apparently normal, 
and one an unsatisfactory witness. Of the two cases of 
fungus infection, one had multiple neurotic symptoms and 
the other was anxious and garrulous. In the heterogeneous 
group of 10 cases, four had normal personalities, three were 
everanxious or obsessional with or without symptoms, two 
were dull, and one was a frank hysteric. 

Case 8 (Pityriasis Rosea)—A woman aged 39 had some 
psychoneurotic symptoms—depression, difficulty in sleeping. 
There had been stress in childhood, an alcoholic father, and 
squabbling. The father demanded incestuous relations— 
and got them a few times. She had had numerous neurotic 
symptoms in childhood. Had a very unhappy married life ; 
separation in 1945. Had nervous symptoms for years, but 
never consulted her doctor on this account. 


Eczema 

Under this term were included those cases exhibiting an 
eczematous type of reaction, whether of exogenous or 
endogenous origin, and 13 cases labelled as sensitization 
dermatitis. In 10 of the 29 cases the personality was within 
normal limits and there was no connexion between stress 
and the development of, skin lesions. Eleven patients were 
over-conscientious anxidus personalities, four were imma- 
ture and inadequate, and four were of very low intelligence 
(with an admixture of anxiety). 


. Acne Vulgaris 

This series of 11 cases formed a comparatively stable 
group ; only four could be classed as having an abnormal 
personality, and deviation from the normal was not marked. 
One youth had an anxious personality and was under minor 
stress at home; one girl was chronically anxious and hypo- 
chondriacal, and one had a well-marked hysterical person- 
ality ; another girl gave a history of childhood neuroticism 
and was over-worried by the fact that she blushed easily. 
There appeared little connexion between psychic factors and 
the skin eruption in this group. 


TaBLe 1V.—Percentage of Anxious Obsessionals in Each Group 


Seborrhoeic dermatitis 77 
Neurodermatitis .. - és on - ae 74 
Cheiropompholyx a i 70 
Foe foe J Obermayer's positive group . pee a 4 
Becker bow "Obermayer’ 's negative group « 36 
Eczem. os a 32 
hesoctents. a aa me ea ie ou 10 


Discussion 


The degree of abnormality of these patients and the 
wealth of psychopathology they have shown came as a 
surprise. Had space allowed many more histories as 
dramatic as those summarized could have been quoted. 

If the findings of this study are reliable there seems to 
be a high degree of association between various skin diseases 
and vulnerable personalities, particularly if these people are 
under stress. That this should be so in cases of neuro- 
dermatitis is well known; the association in cases of 
cheiropompholyx, alopecia areata, psoriasis, and, in view 
of Wittkower’s work, of seborrhoeic dermatitis, is recog- 
nized. Despite the small numbers concerned, there seems 
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to be a close association, too, with psychic factors in all 
the cases of sycosis barbae and in 56% of a group of 25 


cases in which the skin condition did not arouse prima- | 


facie suspicion of psychogenesis. This is surprising. It is 
of interest also that psychic factors seemed to be operating 
in 7 of 13 cases of sensitization dermatitis. Robertson (1947) 
was of a similar opinion, and had the impression that in 
his cases the skin might well have broken down had no 
sensitizing factor been applied. 


The particular types of personality deviation which have 
so often been found are the anxious and the over- 
conscientious obsessional (Table IV), and these two trends 
commonly coexisted in the same individual. These traits 
were far commoner in the people represented here than 
they are in the general population—commoner even, per- 
haps, than in a group of psychiatric patients. They were 
present among patients with all types of skin illness, and, 
from the evidence found, there is little support for the views 
of MacKenna (1944) on the relationship between the particu- 
lar skin complaints and particular types of personality. 
Anxious traits, for example, seem to be associated just 
as often with seborrhoeic dermatitis as with pompholyx. 
Separation of the anxious from the obsessional personali- 
ties seemed artificial, for they were found together so fre- 
quently. Similarly, Wittkower’s (1948) concept of a “site 
of focal conflict ” seems to involve an unjustifiable emphasis 
on one aspect of the patient’s problems and obliviousness 
to other aspects, an over-simplification which may be mis- 
leading. Among the 13 cases of seborrhoeic dermatitis, for 
example, conflicts concerning self-esteem were common, but 
so they were among those suffering from neurodermatitis, 
and, equally, other fields of conflict could not be ignored 
without presenting an incomplete picture. 


As to the mechanism of the connexion between the psychic 
constitution and the skin complaint, one can only speculate. 
It can hardly be that the skin complaint “causes” the 
psychiatric abnormality, for the roots of the latter can 
usually be traced to a period before the skin condition 
arose, though by its unsightliness the skin disease may well 
create additional difficulties for the patient. A genetic link- 
age between psyche and skin seems very likely and has been 
stressed, but clear evidence of this dérived from twin studies, 
for example, is as yet lacking. If it does exist it is most 
likely to take the form of a predisposition to each type of 
disorder which may be made manifest by external or internal 
stress. Granted this predisposition, can psychic factors pro- 
voke skin disorders? There can be little doubt of the 
answer. Again and again these patients, of their own 
accord, ‘said they were aware of the close significance of _ 
emotional factors in provoking and prolonging their skin 
complaints. ee 


What of the interesting’ group of abnormal people who 
were suffering from apparently unrelated skin disorders ? 
Why were abnormal personalities and emotional stresses so 
frequent in this group? A possible explanation may be 
that these were the survivors of a much larger group of 
patients originally suffering from such skin conditions, of 
whom perhaps 10-20% would be psychiatrically abnormal ; 
such a figure is often asserted to be a rough estimate of 
the psychiatrically abnormal in the general population and 
therefore of the psychiatrically abnormal amongst the “ un- 
connected” skin population. These people will generally 
begin by treating themselves, but the obsessional and 
anxious among them may itch and scratch more, and in 
so doing prolong their illness; the complaint may seem 
more serious to them or more unsightly or more unclean, 
so that a higher proportion of the psychoneurotic than of 
the stable decide to seek the advice of a doctor—perhaps 
by then 30-40% of these patients consist of psychoneurotic 
people. The doctor treats them and will refer only his 
failures to hospitals, and these are again likely to be those 
who itch and scratch most, those to whom the illness seems 
unclean and who worry about it, those who are querulous 
and demanding. It may be that by these two processes of 
selection the proportion of abnormal personalities in the 


“unconnected” group reaches 56%—the percentage found 
in the present series. 

If such an explanation is accepted other questions at once 
arise. If selection in the sense described above operates in 
the case of skin diseases believed to be unconnected with 
psychic factors, may it not operate too in those diseases 
believed to be dependent upon psychiatric factors? Are 
there large numbers of people in the population with, say, 
neurodermatitis, or alopecia areata, or seborrhoeic derma~ 
titis who do not visit hospitals or doctors? If so, are these 
people psychiatrically normal or not? This seems to be a 
subject on which insufficient information exists at present. 

Too little attention has been paid to these processes of 
selection, which might distort the composition of an out- 
patient group, but on the whole it seems unlikely that they 
would invalidate the conclusion that there is a close con- 
nexion between the skin complaint, the psychic constitutiof, 
and emotional stress in a majority of cases. 

The psychiatric assessment of these cases and simple 
psychotherapy should be within the «capacity of the 
dermatologist and, in many instances, of the general 
practitioner, were these facts more widely known. It 
requires, however, more privacy and much more time than 
is available in the usual skin out-patient department. 

Although psychoanalysis, abreactive techniques, and 
electric convulsion therapy may be of value in a strictly 
limited number of patients, in the majority little more than 
psychiatric palliation can be offered. Nevertheless, a little 
can be done to help the many, not least by lending a sympa- 
thetic ear. Psychiatric palliation, apart from topica! medica- 
tion, can do much to help these skin patients, and at the 
same time it gives them some insight into the cause of the 


trouble. 
Summary 

The results of a psychiatric survey of a random 
sample of 150 skin out-patients are analysed in detail, 
and the psychiatric characteristics of various diagnostic 
groups are discussed. 

Psychiatric factors were found to be of significance in 
78.5% of cases, and the series contained a large number 
of people with highly abnormal personalities. 

The anxious obsessional was by far the most frequent 
personality type encountered and was common to all 
diagnostic groups ; 52% of the patients exhibited this 
make-up. 

It is suggested that processes wf selection are in part 
responsible for ‘the high degree of psychiatric abnor- 
mality presented by skin out-patients. 


We are indebted to Dr. W. J. O'Donovan, physician in charge, 
skin department, and to Dr. Henry Wilson, physician to the 
psychiatric department, the London Hospital, for their interest, 
encouragement, and advice in the preparation of this paper. 
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A CASE OF CONGENITAL 
ICHTHYOSIFORM ERYTHRODERMIA OF 
BROCQ TREATED BY HYPNOSIS 


BY 


A. A. MASON, M.B., B.S. 


Senior Registrar, Queen Victoria Hospital, East Grinstead 


The following case is of especial interest because the 
aetiology is unknown and the usual prognosis is that the 
condition is resistant to all forms of treatment. As a rule 
the course is progressive’ thickening of the skin from 
birth, reaching a maximum at about the age of 15 and 
then remaining static throughout life or deteriorating 
with secondary complications. 


Case Report 


The patient was a boy aged 16 who suffered from con- 
genital ichthyosis. The lesion consisted of a black horny 
layer covering his entire body except his chest, neck, and 
face. The skin was papilliferous, each papilla projecting 
2-6 mm. above the surface, and the papillae were separated 
from each other by only a very small distance, perhaps 
1mm. The papillae themselves varied in size from small 
thread-like projections on the abdomen, back, and flexor 
surfaces of the arms to large warty excrescences 5mm. 
across on the feet, thighs, and palms. The small amount 
of skin which was visible between the papillae was also 
black, horny, and fissured. To the touch the skin felt as 
hard as a normal finger-nail, and was so inelastic that any 
attempt at bending resulted in a crack in the surface, which 
would then ooze blood-stained serum. In the skin flexures 
there were fissures which were constantly being reopened 
by movement and were chronically infected and painful. 
The ichthyosiform layer, when cut, was of the consistence 
of cartilage and was anaesthetic for a depth of several milli- 
metres. ‘ 

The condition varied in severity in different areas of the 
body, being worst on the hands, feet, thighs, and calves, and 
least on the upper arms, abdomen, and back. The skin on 
the face, neck, and chest appeared normal, although, as is 
shown later, it became papilliferous when transplanted to 
the palms. 

The accompanying photographs show gradation of colour 
from light to very dark, but it must be emphasized that the 
light areas are only s® in comparison with the grossly 
thickened and papilliferous darker areas. Even these 
apparently light areas were pathologically thickened, pig- 
mented, and rigid. : 

No other evidence of congenital deformities was present. 
The bleod picture and urine were completely normal. The 
skin of the mucous membranes appeared soft, elastic, and 
normal. 

The patient’s parents were alive and well, and there was 
no family history of ichthyosis. His birth was normal, after 
an uneventful pregnancy. His schooling was interrupted 
because the pupils and teachers objected to his smell. The 
patient himself disliked mixing with other pupils because of 
his distressing appearance. He was shy and lonely, but a 
willing worker and quick to respond to any teaching or 
affection shown to him, which had evidently been very little 
in the past. He had not had any other illhess. 


History of Present Disease 


According to his mother, the patient was born with a 
thick skin, which became progressively thicker, darker, and 
more papilliferous throughout his life. He was seen as an 
infant at several London hospitals, but treatment was inter- 
rupted owing to the war and subsequent evacuation. After 
the war he received treatment at various hospitals, including 


two London teaching hospitals. All treatment was of no 
avail, as might be expected from the natural history of the 
disease. 

The patient’s hands were thickly covered with a rigid 
horny casing which cracked, fissured, and became chroni- 
cally infected. This not only rendered them useless for 
work, but caused him great discomfort. In an attempt to 
ameliorate this condition, the patient was referred to Mr. 
F. T. Moore, consulting plastic surgeon to the Queen 
Victoria Hospital, East Grinstead, who advised the grafting 
of fresh skin to the affected areas. 

Treatment was begun-on May 25, 1950, by Mr. Moore, 
who excised the ichthyosiform skin covering the palmar sur- 
faces of both hands down to the palmar fascia, and covered 
the raw areas with split skin obtained from the apparently 
normal chest. At the time of the first dressing 10 days after 
the operation, the grafted skin was seen to be undergoing 
some change, and within one month it had itself become in- 
distinguishable from the rest of the affected skin. Two 
months later a second attempt at grafting the palms was 
made after a radical diathermy excision. The result of the 
second operation was the same as the first, with the added 
complication of severe contractures of the fingers. The 
patient was seen by Sir Archibald McIndoe and other plastic 
surgeons, who agreed that further grafting operations 

-were unlikely to be successful, and no alternative plastic 
procedure was possible. 


Treatmeiit by Hypnosis 

On February 10, 1951, the patient was hypnotized and, 
under hypnosis, suggestion was made that the left arm 
would clear. (The suggestion was limited to the left arm 
so as to exclude the possibility of spontaneous resolution.) 

About five days later the horny layer softened, became 
friable, and fell off. The skin underneath was slightly 
erythematous, but normal in texture and colour. From a 
black and armour-like casing, the skin became pink and soft 
within a few days. Improvement occurred first in the 
flexures and areas of friction, and later on the rest of the 
arm. The erythema faded in a few days. At the end of 
10 days the arm was completely clear from shoulder to 
wrist. 

A biopsy of affected skin on the calf was taken and sent 
for section to Professor H. A. Magnus, of King’s College 
Hospital. This specimen was obtained under hypnosis, no 
anaesthetic being used. 

Section Report.—* The specimen consists of a roughly 
elliptical piece of warty tissue measuring 1.5 by 0.7 cm. thick. 
Section shows a massive degree of hyperkeratosis, the 
average thickness of the keratin layer being 1.5 mm. The 
keratin is laminated and has produced many fissures in 
the underlying epidermis, which is atrophic and in places is 
thinly drawn out into the keratin. The papillae are 
elongated and narrow (alpine papillae). There are no other 
changes in the corium, apart from a marked deficiency 
in elastic fibre, only occasional fragments of which are 
present. One hair follicle and the somewhat atrophic duct 
of one sweat gland are present. This histological picture 
is similar to that described as being present in ichthyosis 
congenita.” 

The right arm was treated in the same way (see Figs. 1a 
and 1b), and ten days later the legs (see Figs. 2a and 2b; 
3a and 3b) and trunk were treated. 


Result 
The improvement shown by the use of this treatment was 
as follows : 














Region Before Treatment After Treatment 
Hands .. | Completely covered Palms clear. Fingers 
not greatly improved 
Arms 80% covered = 95% cleared 
Back .. .+ | Covered. but only lightly 2, o 
Buttocks -. | Heavily covered ”» 
.. | Completely and heavily covered } 7 “a “a 
Legs and feet... | Completely and heavily covered | 50% __,, 
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The accompanying photographs illustrate several of these 
areas. The table is based only upon clinical estimation of 
the condition, but in conjunction with the photographs it 
may serve to give a comprehensive picture of the result up 
to the time of writing. 











Fic. 1.—Right arm (a) before treatment; (b) eight days after 
treatment was begun, showing complete regression of ichthyosi- 
form skin. (Left arm shows exactly the same picture.) 











fa 

4 
Fic. 2.—Legs seen from right (a) before treatment; (b) four 
weeks after treatment, showing complete regression of ichthyosi- 


form skin in some areas and improvement in others. (The left 
sides of the legs show the same picture.) 








4 








Fic. 3.—Skin of right thigh (a) before treatment; (b) one month 


after treatment was begun. 


The improvement in the patient’s mental state has been 
as dramatic as his organic improvement. Previously his 
schooling and social contact had been reduced to a mini- 
mum, his sensitivity towards his smell and appearance 
causing him to become lonely and solitary, with a hopeless 
attitude towards future friendship and employment. Now 
he has become a happy, normal boy, though still educa- 
tionally retarded, and is already being employed as an 
electrician’s assistant. 

Whereas during the first few weeks clearance of the 
affected areas was rapid and dramatic, during the last few 
months there has been no appreciable change. There has, 
however, been no relapse of the improved areas over a 
period of one year. 


Conclusions 


From this response to hypnosis one of two inferences 
may be drawn. Either there is a hitherto unsuspected 
psychic factor in the aetiology of the disease or this is a 
case of a congenital organic condition being affected by 
a psychological process. A combination of both these 
factors is of course a third possibility. Whichever is 
true, the improvement in this case seems to be totally 
unprecedented, and was effected after the failure of all 
recognized methods of treatment. 


I wish to thank Mr. F. T. Moore for permission to publish his 
case, and Mr. Gordon Clemetson for the photographs. 








FATAL APLASTIC ANAEMIA AFTER 
CHLORAMPHENICOL TREATMENT 


BY 
L. A. HAWKINS, M.B., B.Chir., M.R.C.P., D.C.H. 
AND 
H. LEDERER, M.B., D.P.H. 
(From the Royal Infirmary, Doncaster) 


Two children living in the same town, but having little 
else in common, had whooping-cough treated by chlor- 
amphenicol in January and February, 1952, jaundice in 
March, and minor purpuric manifestations in May, end- 
ing in mid-June in the death of both from uncontrollable 
haemorrhages with an aplastic bOne marrow. The close 
parallelism between the two cases led to the only known 
common factor, chloramphenicol, being suspected as 
the cause soon after the segond patient was admitted to 
hospital. 

A number of deaths from aplastic anaemia after 
treatment with chloramphenicol have been reported in 
the United States, and the literature was reviewed in 
a leading article in the Journal of July 19, 1952 (p. 136). 
It seems highly probable that the aplastic anaemia in 
these two children was also due to chloramphenicol, and 
it is on this-supposition that the cases are reported. 


Case 1 


A girl aged 4 years who was known to have been a contact 
of whooping-cough began to cough in the last week of 
January, 1952. On February 6 her doctor made a diagnosis 
of whooping-cough, and prescribed chloramphenicol palmi- 
tate, 250 mg. three times daily. This treatment was con- 
tinued to a total of 20 g. in about 27 days. The cough 
persisted, but the child’s general condition remained good. 


- On March 16, 39 days after the start of treatment with chlor- 


amphenicol (C+39),; she was listless and tired and generally 
unwell, she vomited, and the stools were noted to be pate 
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and the urine dark. The next day her doctor found her 
“well jaundiced.” In spite of fairly severe jaundice she 
seemed to feel comparatively well, ate well, and lost little 
weight. The jaundice had almost completely faded by April 
9 (C+63). The child, however, was not really well, and 
was apt to come indoors from playing to rest. 

On May 2 (C+86) an unusual amount of bruising on her 
legs was noticed, and between one and two weeks later there 
was widespread painless bruising of the left thigh. On May 
29 she complained of slight headache, and two days later 
(C+ 115) had a sore throat with fetor oris, shivered, and was 
tired. Her nose bled and a cut on the lip appeared to bleed 
longer than normally. On June 2 (C+117) she was thought 
to be paler than usual, apd this pallor gradually increased 
afterwards. On June 4 and 5 she vomited “ coffee grounds,” 
and on the Sth she also vomited fresh blood. 

On June 5 (C+ 120) she was extremely pale and evidently 
gravely ill, although she was afebrile and the pulse, at a rate 
of 110, was of comparatively good volume. Her tonsils were 
much enlarged and haemorrhagic but showed little sign of 
inflammation. There were slight oozing from the gums and 
many fading subcutaneous ecchymoses. No enlargement of 
liver, spleen, or lymph nodes was found, nor any other 
abnormality. She was admitted to hospital and a trans- 
fusion of 2 pints (1.1 litres) of blood was given. Blood 
counts are shown in Table I. 


Taste I.—Blood Counts in Case 1 








Haemo-| R.B.C. Poly- | Lympho-| Plate- | Trans- 
Date | ‘giobin |(millions)} ¥-8-C-| morphs | cytes lets | fusion 
June 5 23 1-0 4,800 144 4,656 6 2 pints 
ée 60 26 2,700 162 2,538 0 — 
»10 47 2-25 1,800 234 1,494 —_ _— 
oa 83 48 od 1,100 77 990 0 a 
a 34 — 1,600 48 1,536 - 2 pints 
* 36 2°28 4,100 0 4,100 — —_ 
» 18 25 1-10 950 0 931 0 1 pint 
is 44 1-70 1,100 0 1,078 0 


























After the initial transfusion she improved considerably, 
but on June 7 (C+122) her temperature rose to 103° F. 
(39.4° C.) and haematuria and melaena occurred and con- 
tinued until the next day. A haematoma of the lower lip 
appeared. On June 9 there was persistent bleeding from the 
wound after iliac puncture. After three days of little change 
a gross haematoma appeared deep in the left buttock, with 
much swelling of the left leg. Her general condition deteri- 
orated rapidly on June 13 (C+128), when dyspnoea and 
adventitious sounds in the chest developed. Her condition 
again deteriorated on June 18, and death occurred on the 
20th (C+ 135). 


Treatment 

Before Admission to Hospital—Apart from chloram- 
phehicol the whooping-cough was treated only by simple 
linctuses. No drug treatment was given for the jaundice. 
“ Cremotresamide ” 2 dr. (7 ml.) thrice daily, was given when 
the sore throat developed on May 31, and penicillin on 
June 4 and 5. 

After Admission.—Chloramphenicol palmitate, 250 mg. 
six-hourly, was given for the first three days, then replaced 
by penicillin for two days, after which sulphadimidine was 
given. Chloral was used as a hypnotic. “ Kapilon,” 1 ml. 
twice daily, and ascorbic acid, 50 mg. thrice daily, were given 
initially. A.C.T.H. was begun on June 17 in a dosage of 
10 mg. eight-hourly for three doses, and then 5 mg. six- 
hourly until death. 


Case 2 


A girl aged 74 had a cough starting in December, 1951. 
About three weeks later it became paroxysmal and there was 
a whoop. On January 16 she saw her doctor, who pre- 
scribed. chloramphenicol palmitate, 250 mg. three times 
daily. This treatment was continued to a total of 24 g. in 
32 days, suspended for about a week, and then continued 
with another 4 g. in five days; in all she received 28 g. 


within a period of about 44 days. She was not ill enough 
to be in bed with whooping-cough, but the cough persisted 
in some degree until her admission to hospital and she had 
never seemed in full health since it began. She was, how- 
ever, thought to be well enough to return to school on 
March 3 and 4. 

On March 5 (C+49) jaundice was noticed, the motions 
being pale and the urine dark. Otherwise she seemed no 
more ill than before. She did not vomit. Her doctor noted 
that the jaundice was slight on this day, but it increased in 
intensity for about 10 days: She was cheerful and lively, 
and ate well throughout the jaundice, remaining indoors, but 
not in bed. The jaundice lasted five to six weeks, and had 
almost gone on April 9 (C + 84). 

During the next two to three weeks she had two episodes 
of nasal discharge, with exacerbation of the cough, and in 
mid-May (approximately C+ 120) painless bruises appeared 
on the fronts of the legs, and soon after there were small 
blotches on the upper arms and above the clavicles. Fresh 
lesions continued to appear every few days. On May 33! 
(C+ 136) bleeding from the gums occurred, for which she 
was treated at the school dental clinic on June 4 and 6. 
On June 4 a red mark appeared over the left eye. She had 
a severe headache in the evening and a “black eye” the 
next day. On June 7 (C+ 143) she was still bleeding from 
the gums and was admitted to hospital. 

On examination she was seen to be a girl of slender build, 
weight 49 Ib. (22.2 kg.), who did not look particularly ill, 
but seemed fairly well and lively. Her skin looked pale, but 
the mucous membranes were fairly well coloured. There 
were multiple ecchymoses on the left upper arm and around 
the neck, petechiae on both forearms, and bruises on the 
legs. Lymph nodes, little enlarged, were palpable in both 
posterior triangles of the neck, but not notable elsewhere. 
There was no pyrexia ; the pulse rate was 112. Blood counts 
are shown in Table II. 


TaBLe II.—Blood Counts in Case 2 








Haemo-| R.B.C. Poly- | Lympho-| Plate- | Trars- 
Date | ‘globin | (millions)| Y-2-C- | morphs | cytes fets }. fusion 
June 7 60 3-3 5,300 1,378 3,610 Gross- 
lv re- 
oe 55 2-6 — — — _ 
» 10 —_ —_ —_ — — 0 
oo 8 50 22 3,800 608 3,040 {<5,000 
» 14 44 2:2 4,500 270 4,230 0 1 pint 
» IS 50 — _ — os — 2 pints 
» 16 70 3-3 i 220 ly — 


























For the first five days in hospital the child remained well 
and had a good appetite, though on June 11 (C + 147) bieed- 


ing of the gums and lips recurred and continued with little | 


interruption until death. There was also persistent bleeding 
from the skin puncture wounds for blood counts, the marrow 
puncture wound, and the site of blood transfusion. This 
bleeding was controlled in some measure by the local appli- 
cation of “ hemoplastin.” On June 13 her temperature was 
101° F. (38.3° C.). Next day she was much worse, with gross 
haematuria, and a transfusion of 1 pint (570 ml.) of blood 
was given, but in spite of some improvement in colour her 
general condition deteriorated steadily from this time until 
her death. 

On June 15 another 2 pints (1.1 litres) of blood was given. 
Fresh purpuric haemorrhages appeared and there was inter- 
mittent haematuria. On June 16, with gradually increasing 
clouding of consciousness, a left spastic hemiparesis 
appeared, and thé next day there were athetoid movements 
of the right arm. She died on June 18 (C+ 154). 


Treatment 


Before Admission to Hospital—No treatment was giveD 
for the whooping-cough apart from chloramphenicol. The 
patient was treated for threadworms with pil. violae crys., 
+ gr. (32 mg.) twice daily for seven days, two courses at 4 
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week’s interval, in January and February, and with aspirin 
tablets for a while during jaundice in March. She attended 
the school clinic during the month of May and was treated 
with a malt and iron mixture and ultra-violet light. 

After Admission.—Folic acid, 10 mg. thrice daily, was 
given from June 10; aureomycin, 250 mg. six-hourly, was 
begun on June 13; and A.C.T.H., 10 mg. eight-hourly, was 
begun on June 17, only three doses being given before death. 


Other Laboratory Findings 

No reticulocytes or normoblasts were found at any time. 
The Coombs test was negative in both cases. The urine 
showed no abnormality when tested in haematuria-free 
intervals. In Case 2, on June 14, the serum bilirubin was 
less than 1 mg.; serum alkaline phosphatase, 13.5 (King) 
units ; thymol turbidity, 2 units; colloidal gold, 0; blood 
urea, 31 mg. per 100 ml.; serum protein, 7 g.% (serum 
albumin 4.1 g., globulin 2.9 g.%). 

Iliac and tibial punctures carried out on successive days 
in Case 1 and iliac puncture in Case 2 provided films void 
of bone marrow elements and differing from peripheral 
capillary blood only by a slight increase of lymphocytes. 
On two occasions the aspirate contained a considerable 
amount of fat globules. ; 


Necropsy Findings 
The outstanding feature common to both cases was severe 
anaemia, multiple large; small, and petechial haemorrhages 
into skin, mucous and serous membranes, and into the 
parenchyma of most organs, varying only in intensity and 
localization. Inflammatory or necrotic lesions were minimal. 
The lymphatic organs were not enlarged. 


In Case 1 a number of small haemorrhages about 2 a. 
in diameter were scattered throughout the brain, and a larger 
haemorrhage 7 mm. in diameter was present in the left 
frontal lobe. The tonsils were enlarged as a result of paren- 
chymal haemorrhage but not ulcerated. The distal third of 
the oesophagus was covered by a thick, adherent, brownish 


red slough, consisting histologically of necrotic and hae-. 


morrhagic mucosal debris invaded by massive thrush myce- 
lium and a variety of cocci and bacilli. The vertebral bone 
marrow and the marrow of the iliac crest at the site of the 
puncture were pale brown and the femoral epiphyses pale 
pink. The metaphysis was of pink jelly-like appearance. 
The liver was congested and weighed 750 g.; the spleen 
weighed 22 g. 

In Case 2 a massive haemorrhage into the right frontal 
lobe had resulted in bulging of the lobe, which, with addi- 
tional smaller haemorrhages of pea size into the right thala- 
mus, the anterior commissure, and the left parietal, left 
occipital, and right cerebellar lobes, had caused increase of 
the intracranial pressure. The tonsils were large and super- 
ficially ulcerated. The spleen was small (45 g.), the liver of 
normal size (700 g.). The appearance of the bone marrow 
was identical with that of Case 1 except for a fatty yellowish 
appearance of the femoral metaphysis. 

The histological appearances were almost identical in both 
cases. Sections of bone marrow taken from lumbar verte- 
brae, femoral metaphyses and epiphyses, and from the site 
of previous iliac punctures showed pronounced reduction of 
cellular elements. The marrow consisted almost entirely of 
fat and a network of capillaries with only scanty nucleated 
cells distributed uniformly or forming a few small ‘islands 
of densely packed lymphocytes and plasma cells. It was 
difficult to identify with any degree of certainty erythroid 
or myeloid elements. In addition, scanty phagocytic reticu- 
lum cells containing a small amount of haemosiderin were 
scattered through the marrow. Oedema with small zones of 
focal necrosis were present in the subchondral zone. No 
erythrophagocytosis or haemorrhages were noted in the 
examined sections. The lymph nodes showed blood in their 
sinusoids and the same changes as the spleen—namely, re- 
duction in size and number of follicles and absence of 
germinal centres, which in a few follicles were replaced by 


a necrotic zone. The cells lining the sinusoids were con- 
spicuous ; some contained fine haemosiderotic pigment, and 
a few showed erythrophagocytosis. Haemosiderin-contain- 
ing macrophages were also noticed in the pulp and in the 
lumen of sinusoids. There was no myeloid metaplasia. The 
liver showed light portal infiltrates of lymphocytes and 
plasma cells, and no condensation of reticulin or collagen. 
The liver cells, apart from changes attributable to anoxia, 
showed no gross changes. Kupfer cells were conspicuous 
and a few contained a minimal amount of iron pigment. 
The kidneys showed degenerative changes of the tubular 
epithelium and, apart from pelvic haemorrhages, no patho- 
logical changes. These findings strongly resemble the 
changes described by Mallory et al. (1939) in bone marrow, 
spleen, and lymph nodes in fatalities resulting from exposure 
to benzene. 


Comment 


Attention is drawn to the following points: (1) The dosage 
of chloramphenicol was large and the treatment pro- 
longed. (2) Jaundice appeared 39 days and 49 days after 
chloramphenicol treatment was started, and 12 and 5 days 
after administration had ceased. (3) Though jaundice was 
well marked, and present for upwards of 24 and 35 days, 
other symptoms at this time were mild—milder than in most 
cases of infective hepatitis of similar duration. (4) The first 
purpuric manifestations were noted 86 and about 120 days ~ 
after the start, and 59 and about 76 days after the end of 
chloramphenicol administration. (5) Depression of bone- 
marrow function seems to have occurred in the order throm- 
bocytopenia, granulocytopenia, anaemia. There was little 
clinical‘ evidence of the effect of agranulocytosis, and there 
seems to have been little anaemia until massive haemorrhage 
had occurred. (6) After a period of minor purpura lasting 
34 and 29 days, massive haemorrhages began to occur, death 
following in 15 and, 5 days. fn) Treatment with A.C.T.H. 
was Started late in the period of massive haemorrhage. It 
had no apparent effect, but no conclusions can reasonably 
be drawn from this trial. 


Discussion 

Among the five cases reported by Volini er al. (1950) and Gill 
(1950), granulopenia occurred with a small dose of chloram- 
phenicol and before the sixth day of treatment. The lowest 
neutrophil counts recorded were 918 in an infant of 13 months, 
1,500 in an infant of 4 months (Gill), and 2,480 in a boy 
of 14 years (Volini et al.). In the other two cases the dose 
was over 50 g., and severe granulopenia (256 and 660 neutro- 
phils) occurred 23 and 19 days after the first administration 
of chloramphenicol. In all five cases recovery occurred im- 
mediately after suspension of the drug and no gross bone- 
marrow changes were shown. In the three cases reported by 
Rich et al. (1950) and Wilson et al. (1952), administration 
of the drug was prolonged (12, 26, and 28 weeks), the total 
dosage exceeded 50 g., and purpuric manifestations 
developed while the drug was being given. Two of the 
patients died from aplastic anaemia and the third showed 
prolonged depression of bone marrow function. In our two 
cases the total dosage was equivalent to over 50 g. in an adult 
and was given for four and six weeks. In spite of suspension 
of the drug, purpuric manifestations occurred during the 
13th and 17th weeks after treatment had started. In the 
interval both patients had an episode of jaundice. 

While it is possible iuat the coincidence of an attack of 
infective hepatitis may have determined the aplastic anaemia, 
it is more reasonable to assume that both jaundice and 
aplastic anaemia were due to the same toxic agent. Rich, 
quoting Kracke and Parker (1934), Rebstock ef al. (1949), 
and Smadel (1949), drew attention to the possibility that the 
nitrated benzene radical in chloramphenicol may be respon- 
sible for depression of the haemopoietic system. Thrombo- - 
cytopenia, granulocytopenia, aplastic anaemia, lymphatic 
atrophy, liver damage, the great variation in susceptibility, 
and the occurrence of symptoms early or late in exposure or 
even at a considerable time‘after exposure has ceased are all 
features of the toxic effect of aminobenzene or nitrobenzene 
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derivatives. The occurrence of all these manifestations dur- 
ing or after chloramphenicol treatment supports the supposi- 
tion that its toxic action is comparable with that of other 
aminobenzene or nitrobenzene derivatives. 


Summary 


‘ Two fatal cases of aplastic anaemia in children, occur- 
ring at a considerable interval after chloramphenicol 
therapy, are reported. Jaundice preceded symptoms of 


blood disorder. Haematological and necropsy findings 
are described. 
We are indebted to Dr. J. D. Bowie for detailed case histories. 
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Consultant Paediatrician to Bury and Rochdale Hospitals ; 
Clinical Lecturer in Paediatrics, University 
of Manchester 


A growing number of reports from the United States 
incriminate chloramphenicol as the cause of severe and 
sometimes fatal aplastic anaemia. The following case 
history is recorded in order to stress the danger of this 
new drug. ; 


Case Report 


A 6-year-old boy had been well until March 1, 1952, when 
he developed a pyrexial illness characterized by cough and 
bouts of vomiting. Althougl? whooping was not reported, 
contact with a school friend with pertussis was established, 
and the family doctor, making a diagnosis of whooping- 
cough, ‘prescribed chloramphenicol, 250-mg. capsules, one 
to be taken twice daily. Forty-eight such capsules were 
taken over ‘a period of 24 days.. His symptoms slowly 
abated, the illness lasting about six weeks. He returned to 
school during the last week of April. 

On May 1 he seemed listless and apathetic, and the 
mother, noticing his yellow colour, kept him off school 
again. The jaundice, according to the mother, lasted for 
two days. On May 14 bruises were noted on his buttocks 
and back, and one week later, after severe epistaxis and the 
appearance of further bruising, he was admitted to hospital. 

On admission (May 22) the boy was pale and ill. Blood 
was oozing from both nostrils. There was an icteric tinge 
to the conjunctivae, scattered petechiae were seen over the 
tongue and buccal mucous membrane, and numerous ecchy- 
moses all over the body. The spleen and lymph nodes were 
not palpable. The liver was enlarged, its edge being palp- 
able about 14 in. (3.8 cm.) below the costal margin. A soft 
systolic murmur was audible at the cardiac apex. One 
petechial haemorrhage was noted on the left optic fundus, 
but no abnormalities were detected in the central nervous 


system. 


Examination of the blood showed a haemoglobin of 48% 
(7.1 g.), and 2,000,000 red cells, 3,000 leucocytes, and 60,000 
platelets per c.mm. No immature white cells and no reticulo- - 
cytes were seen in a blood smear. Bleeding time was 15 
minutes (Duke’s method), and clotting time 4 minutes. The 
fragility of the red cells was within normal limits. Exami- 
nation of a specimen of aspirated iliac marrow showed 
mainly fat and reticulum cells with hypocellularity of all 
blood elements. A diagnosis of aplastic anaemia was made 
on the marrow findings. 


Despite the transfusion of 2 pints (1.1 litres) of blood on 
the next day there little change in his condition. The 
haemoglobin rose to 65% (9.6 g.). The epistaxis continued 
despite nasal packing. A raised ulcerated plaque was noted 
on the mucous membrane of the inside of the right cheek, 
extending to the right faucial pillar, and the icteric tinge 
was still present. 


Penicillin, pentnucleotide, and vitamin K were given in 
adequate doses, but fresh petechiae appeared. Despite a 
further transfusion of 3 pints (1.7 litres) of blood on May 31, 
next day the haemoglobin was recorded as 50% (7.4 g.) and 
blood was oozing from the nose, gums, and bowel. The 
patient gradually became hyperpyrexial and comatose, and, 
despite a further blood transfusion, died on June 2. 


At necropsy, purpuric and ecchymotic haemorrhages 
covered the trunk and limbs, and were particularly marked 
at the transfusion sites. Petechial haemorrhages were 
scattered over the pleura, the visceral pericardium, and 
throughout the myocardium. There were scattered ecchy- 
motic areas in the terminal ileum, and blood was present 
in the gastro-intestinal tract. There was no lymph-_ 
adenopathy. The liver was enlarged and showed gener- 
alized fatty change. Fatty degeneration of liver cells and 
some periportal round-cell infiltration were noted on micro- 
scopical examination. The spleen was congested ; no special 
features were noted histologically. There was a large . 
haemorrhage in the pelvis of the right kidney, and scat- 
tered petechial haemorrhages were found throughout the 
parenchyma of both. The femoral bone marrow, pale 
yellowish red in colour, was mainly fatty and all blood 
elements were deficient. 


Comment 


This boy was given 0.5 g. of chloramphenicol daily for 
a 24-day period, thereby receiving 12 g. over a prolonged 
interval for an illness thought to be pertussis. This dosage, 
on a 25 mg. per kg. of body weight basis, falls within the 
suggested daily dose limits for children. In fact for the 
treatment of pertussis the suggested dose has been much 
higher—namely, 100 mg. per kg. per day—but a five-day 
period of therapy only has been recommended. This child 
therefote received the drug for a period almost five times 
as long as the suggested treatment time. 


His illness began, about a month after cessation of chlor- 
amphenicol administration, with jaundice, which was still 
present, associated with hepatomegaly, on admission to 
hospital three weeks later. The clinical suggestion of 
hepatitis was confirmed at necropsy. He died from an 
acute fulminating aplastic anaemia, the symptoms of which 
became obvious about a week after the onset of the illness. 
The diagnosis of the blood condition was based on the bone- 
marrow findings, the depression of all elements being quite 
striking. There were no immature white cells in the mar- 
row or peripheral blood, and the spleen and lymph nodes 
were not enlarged. The absence of leukaemic tissue was 
confirmed at necropsy. 

It is admitted that the occurrence of severe bone-marrow 
depression during the course of treatment of a disease with 
a new drug does not of itself prove the drug to be the 
cause of the trouble. A blood condition of this type can 
occur spontaneously of unknown aetiology, or be a mani- 
festation of the original or some intercurrent infection, or 
be due to some other medication. However, in the present 
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instance no other drug was administered, no intercurrent 
disease could be demonstrated, and the original infection, 
pertussis, tends to produce leucocytosis and not agranulo- 
cytosis. A primary aplastic: blood condition unrelated to 
drug therapy can occur but is a comparative rarity. In 
the present case hepatitis and aplastic anaemia occurred 
together, suggesting a single aetiological toxic agent, and 
hence, on the basis of this criterion and the fact that well- 
authenticated cases of aplastic anaemia following chlor- 
amphenicol administration have already been recorded, this 
drug would seem to be incriminated as the cause of aplastic 
anaemia. 

- At the time of writing 19 cases, both adults and children, 
with granulocytopenia or aplastic anaemia following chlor- 
amphenicol therapy have been noted in the American litera- 
ture, and of these 11 have been fatal. In the first nine cases 
recorded, bone-marrow changes appeared after prolonged 
administration of the drug. In the most recent reports all 
10 patients received short but repeated courses of the drug 
and came to a fatal termination (see Table). The incidence 


19 Cases of Bone-marrow Depression Following Chloramphenicol 














Therapy 
Age of Total Duration 
No. Author Paicat |-Amount | of Adminis- | Result 
Given (g.) tration 
1 | Gill (1950) 13 months' 6:3 12 days Recovery 
2 ” ” + ” 1-75 y ih ” 
3 | Volini et al. (1950) | 11 years 53 _ 
4 ” ” ” 41 ” 53 19 ” 
5 > ” Lhd 14 ” 26 9 ” ” 
6 | Rich ef al. (1950) oe xs 57 12 weeks Death 
7 | Wilson et al. (1952) | 39, 56 = a 
8 ‘ ~ ‘6 _- 8 52 ' Recovery 
9 | Llovd (1952) a sa 7:5 ze Death 
10 | Claudon and 7 24 Over 9 mths. tp 
Holbrook (1952) 
1 1 ’ ” ih 92 ” a °$ 2 ths. 
: Smiley et al. (1952) » ~ 2 . = mths. 
” . 2) ” ” ” ” , 
14 | Sturgeon (1952) 22 mths. 8 is. “a 
3 ” ” 5 years — ” 2 ” 
” ” ” — a” ” 
17 ” ” 6 — 6 4 days plus 
18 i ‘ Child To be — 
reported 
19 ” ” | ” ” = 

















of hepatitis, however, is not mentioned in any of these cases, 
and the present report would seem to record a new toxic 
feature in -addition to the blood dyscrasia. 

The therapeutic efficiency of chloramphenicol has been 
established in a wide variety of infections (Smadel, 1949), 
and observation of a large number of patients treated with 
the drug has failed to reveal any clinical toxicity. However, 
Kracke and Parker (1934) pointed out that drugs contain- 
ing the benzene-ring with an attached amine could cause 
bone-marrow depression in a susceptible person. It is 
possible, therefore, that the nitrobenzene radical occurring 
in chloramphenicol is the cause of the toxic effect, and, 
although numerous patients may receive the drug without 
danger, some idiosyncrasy may be responsible for its effect 
on the bone marrow in certain individuals. This toxic 
effect, however, has occurred after long or repeated periods 
of administration, but, as a leading article in the Journal of 
July 19, 1952 (p. 136), has pointed out, prolonged treatment 
is unjustified in any circumstance, as eradication of infection 
should be complete within a week, and failing this other 
therapy should be adopted. Furthermore, chloramphenicol, 
by its interference with the bacterial flora in the gut and 
the resulting synthesis of prothrombin or other substances, 
may initiate a process which leads to these severe changes 
in the bone marrow. “i 


Summary 
A fatal case of aplastic anaemia and hepatitis occur- 
ring in a boy of 6 years following chloramphenicol 
therapy is reported. The danger of prolonged adminis- 
tration of the drug is stressed. 
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Medical Memoranda 


- Three Cases of Weil’s Disease 
The following cases illustrate the necessity for considering 
the diagnosis of Weil’s disease even if at first sight there 
seems to be no obvious indication of the origin of the 
n. ' 











Case 1 } 
A man aged 27, of no special occupation, was admitted . 
to hospital on October 30, 1946, with a four-days history 


of rigor, cough, dyspnoea, constipation, aching in the body 


and limbs, and general weakness. 

On examination—T. 103° F.-(39.4° C.), P. 126, R. 28— 
he appeared flushed, with a dry tongue. Air entry was weak 
at both fung bases, with occasional rhonchi and crepitatidéns. 
A provisional diagnosis of influenzal pneumonia was made, 
and penicillin was given three-hourly. On October 31 
jaundice developed, and on November 2 the spleen became 
palpable. The jaundice deepened and petechiae appeared in 
the flanks and on the palate. 

Investigations.—Leptospira icterohaemorrhagiae aggluti- 
nation was negative on November 1, but positive 1 in 1,000 
on November 5. The blood count on November 12 showed: 
red cells, 4,820,000; Hb,.96%; white cells, 15,000 (71% 
polymorphs). The sedimentation rate was 31 mm. in one 
hour (Westergren). Liver-function tests (November 13) 
showed serum bilirubin 13 mg. per 100 ml.; icterus index 
100 ; thymol turbidity 5 units ; Takata-Ara weak positive. 
Urine (November 4) contained bile pigments, salts; urobilin 
(in excess), and hyaline casts. The urine was negative for 
leptospires on November 12. 

The patient received a total of 1,500,000 units of penicillin 
in seven days, and was discharged quite well on 
November 20. 


CasE 2 


A salesman aged 27 was admitted to hospital on Decem- 

ber 25, 1948, with a three-days history of anorexia, 
— pain, constipation, and pains in the head and 
back. , 
On examination—T. 98.8° F. (37.1° C.)}—his chest was 
normal, there was some epigastric tenderness, and the urine 
contained some albumin and blood. A provisional diagnosis 
of acute nephritis was made. On December 27 jaundice 
appeared. 

Investigations—December 27, L. icterohaemorrhagiae 
agglutination was positive 1 in 300. The blood count 
(December 29) showed 5,900 white cells, with 58% poly- 
morphs. Liver-function tests (December 30) showed a 
biphasic van den Bergh reaction, serum bilirubin 6 mg. per 
100 ml., icterus index 88, thymol turbidity 8 units, alkaline 
phosphatase 53 units, colloidal gold +, Takata-Ara +++, 
serum cholesterol 225 mg. per 100 ml. Blood urea (Decem- 
ber 29) was 18 mg. per 100 ml. The urine contained some 
bile and an occasional granular cast. 

The patient received 100,000 units of penicillin four- 


. hourly for 14 days, and was discharged on January 12, 1949, . 


symptom-free. ; 
CasE 3 
A female bar attendant aged 48 was. admitted to hospital 
on January 21, 1949, with an eleven-days history of rigor, 
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vomiting, pyrexia, pain across the back, oliguria, headaches, 
anorexia, hiccup, and insomnia. Jaundice appeared four 
days before admission. 

On examination she appeared very ill; she was deeply 
jaundiced, with a normal temperature. The blood pressure 
was 170/100; chest normal. Petechiae were present’ over 
the arms and under the left breast. The spleen was not 
palpable. A hard lump was present in the left breast, and 
a provisional diagnosis of carcinoma of the breast, with 
secondaries in the liver, was made. 

Investigations.—L. icterohaemorrhagiae agglutination was 
positive 1 in 300 on January 24. On January 30 the titre 
rose to 1 in 3,000, and L. canicola was positive 1 in 100. 
The latter fell to 1 in. 10 on March 8, while L. ictero- 
haemorrhagiae agglutination still remained 1 in 3,000. The 
blood count (January 24) showed: red. cells, 3,900,000 ; 
Hb, 80%; white cells, 19.800 (85% polymorphs). The sedi- 
mentation rate was 46 mm. in one hour (Wintrobe). Liver- 
function tests on January 21 showed a direct positive van 
den Bergh, serum bilirubin 11 mg. per 100 ml.; thymol 
turbidity 7 units ; alkaline phosphatase, 4 units. On Febru- 
ary 12 the bleeding time wes 1 minute, coagulation time 
5 minutes, prothrombin index 86% normal. The blood urea 
dropped from 264 mg. per 100 ml. on January 21 to 40 mg. 
on January 27. Urine (January 21) showed: albumin ++, 
bile pigments +++, bile salts +, chlorides practically 
absent, hyaline casts ++, granular casts +, culture Bact. 
- coli, urea 1.43 mg. per 100 ml. On February 11 (after 
penicillin was stopped) a centrifuged deposit of urine 
showed no leptospires. Guinea-pig inoculation showed no 
lesions or leptospires in the liver and kidney.. The serum 
of the husband and that of their dog were examined on 
February 6, and were negative for L. icterohaemorrhagiae 
and.L. canicola. . 

The patient was put on intravenous normal saline, a low 
protein diet, vitamin K, and alkalis. Four-hourly penicillin 
was begun on January 26 and stopped on February 10, 
19,000,000 units having been given.' The patient was dis- 
charged on March 26, symptom-free. (It is of interest to 
note that the lump in the breast, operated on later by Mr. 
Basil Hume, turned out to be a chronic non-malignant cyst.) 


COMMENT 

The usual occupation of-a sufferer from Weil’s disease 
is one which brings the person in contact with water 
polluted by rats—for example, miners, farmers, sewer 
workers, butchers, and those employed in the fish industry. 
.. In Casé*1 the patient had recently been chopping wood 
in a damp cellar, and, as Eagle (1948) points out, the 
organisms of L. icterohaemorrhagiae may remain viable in 
water for 22 days and in moist soil for three months. In 
Case 3 the surroundings of the public-house where the 
patient was working were damp and infested with rats, and 
she had been in the habit of daily preparing the chicken- 
run with straw. It is not known how the infection was 
contracted in Case 2. 

My thanks are due to Dr. James Maxwell for the diagnosis 
and guidance in Case 3, to Dr. C. J. C. Britton for the patho- 
logical investigations, and to Dr. J. C. Broom for the agglutina- 
tion and guinea-pig inoculation in this case. Cases 1 and 2 
are published by kind permission of Dr. A. I. Suchett-Kaye. 

ALAN A. Moraan, M.D., M.R.C.P., 
Formerly Medical Registrar, Finchley 
Memorial and St. Charles’s Hospitals. 
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Alopecia Congenita: Report of Two Families 
The number of families suffering from alopecia congenita 
reported in the literature is very small, and it is worth while 
to put on record two families which we came across at the 
Miller General Hospital as the result of certification for wigs 
under the ‘National Health Service Act. 

Various forms of the disease have been reported, Alopecia 
may be complete or partial ; it may be associated with other 


defects, such as abnormalities of teeth and nails, cataracts 
and strabismus, and syndactylism. Cockayne (1933) believes 
that there are more than one recessive and more than one 
dominant type of inheritance of this conditiof. Consan- 
guinity has been observed in a number of families. In our 
families there was alopecia only, without associated defects. 


FaMILy A 


A brother and sister, of normal parents and both com- 
pletely bald, married a brother and sister who were their 
first cousins, also of normal parents, only the brother being 
bald. The issue of the marriage of the two bald people was 
five children, all of whom were bald. One of these is married 
to a normal person and has two normal children. 
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The other marriage resulted in eleven children, of whom 
four were bald. One of the normal children is married and 
has five normal offspring. Two of the children suffering 
from alopecia are married to normal people and have normal 
children. One member of the first generation and five of 
the second generation were examined. All were completely 
bald. Eyebrows were absent, there were only. a few eye- 
lashes, and pubic and axillary hair was scanty. 


FaMILy B 


A girl was seen suffering from total alopecia, which had 
been present since birth. She had six brothers and sisters, 
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two of whom were twins. Her parents were first cousins. 
Her paternal grandmother, who was also seen, had lost her 
hair at the age of 13, for an unknown reason, but on exam- 
ination sparse growth of normal hair was present. 

I am indebted to Dr. C: V. Henriques for drawing my attention 
to these cases and. to Dr. I. Magnus for his interest and help. 

W. G. Titman, M.D., M.R.C.P., 
Dermatologist, Miller General Hospital. 
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NEUROPATHOLOGY 
Spezielle Pathologie der Eeonticee des Zentralen und 


Peripheren Nervensystems. By Dr. Gerd Peters, Professor 
of Neurology and chiatry, Bonn University. ar 437; 
214 figures. M. 56.) Stuctgart: Georg Thieme. 


Most textbooks of neuropathology are either small and lop- 
sided in their treatment of the subject or tomes of unwieldy 
size. The present volume hits the happy mean; it is an 
orthodox text of neuropathology in the Spielmeyer traditon. 
Concise accounts of the various pathological disturbances 
found in the nervous system are grouped under the various 
headings of inflammations, circulatory disturbances, degen- 
erative processes, and so forth, altogether forming 12 main 
sections. These are illustrated with excellent photographs and 
photomicrographs. A remarkable amount of information is 
compressed into the space. The result is a well-balanced 
presentation of the subject that can be recommended as a 
guide to the advanced student or postgraduate. 

For the most part it is up to date, including such topics 


as toxoplasmosis and the part played by maternal rubella 


in congenital disease. There is even a section on the effects 
of ultrasonic waves upon nervous tissue. An important 
omission is the recent experimental work, in America and 
Britain, on the disseminated demyelinations obtained by the 
injection of brain emulsions. Nor is there mention of 
gargoylism under the heading of the lipoid-storage diseases. 
Many references are quoted in footnotes, and indices of 
authors and subject matter are provided. The paper, print, 
and general form of the volume are admirable. 
Dorotny S. RUSSELL. 


MEASUREMENTS OF CHILDREN 


The Heights and Fxg aff of ro and Gis, * Succ, 
M.A., B.Sc., and ham, M.A. Os. 6d.) 
London: John Murray. 1950. 

If standard measurements of children; based on the cross- 
sectional method of obtaining data, are to be useful they 
must fulfil certain basic requirements. The individual 
measurements must be reasonably accurate—for example, 
made under standard conditions by standard techniques and 
checked apparatus and by reliable personnel. The sampling 
must be statistically acceptable for the population it is 
intended to assess. The mean standards must be accom- 
panied by an indication of the normal range at each age, 
shown by either percentile ratings or standard deviations or 
both, and by an indication of the age range on which the 
central age is calculated. 

The standards must be up to date, since significant in- 
creases in average heights and weights of children at all 
ages have been noted in the course of a decade. Even if 
these requirements are fulfilled, the assessment of the 
individual child by comparison with cross-sectional data is 
apt to be misleading if height and weight are the only 
standards used. 

The authors of this little book have collected and analysed 
the measurements made on some 17,000 boys and girls aged 
5 to 17 years drawn from small towns and rural areas in 
fourteen counties and from 20 large towns in England in 
1947. They give selected percentile ratings and also standard 
deviations for height and weight of each sex in successive 
age groups. In addition, percentile ratings have been con- 
verted into “ height indices ” and “ weight indices ” in which 
the median point is taken as 100, and indices corresponding 
with intelligence quotients are formulated. As pointed out 
by J. M. Tanner (Arch. Dis. Childh., 1952, 27, 10). however, 
most other data indicate that, whereas height in a normal 
universe shows a “normal” or Gaussian distribution curve, 
weight shows a skew distribution curve. This does not 
appear in Sutcliffe and Canham’s data, and indeed the 


authors state specifically that the weights for both sexes 
follow a normal distribution curve. The point is of some 
importance, for it affects a number of their calculations and 
conclusions. 

In view of the paucity of English as compared with 
American standards, it would perhaps be churlish to criticize 
this contribution too rigorously. But one cannot help 
questioning whether sufficient care was given to the collec- 
tion of data before they were analysed. The instructions for 
obtaining measurements which were sent out to the people 
undertaking the examinations certainly suggest that con- 
siderable errors might be introduced by the use of faulty 
spring balances, faulty positioning of children and estima- 
tion of the weight of clothing, errors which would not 
necessarily be eliminated by the large number of centres 
from which data were obtained. Rather more detail about 
the methods of sampling used would have been welcome 
to support the authors’ contention that the data are repre- 
sentative of English children generally. An omission which 
will be felt by medical readers is that there is no refer:ce 
to the considerable literature on measurement and growth 
of children, which can hardly be ignored in a monograph 
of this type. Apart from these criticisms, the book is wel- 
come as one likely to arouse interest in the measurement 
of children in Britain, and as containing much useful 
original information. 

R. W. B. Extis. 


BRAIN TUMOURS IN CHILDREN 
Brain Tumors of Childhood. By Henry M. s Sena, M_D., 
be A Series. 


PC. Se Carl a —, merican yield, al 

: 1 ustrations, inois: 
Charles es G, Thomas Oxford £2 sd wal ae tific Publica- 
tions. 


The authors provide a description of a series of 83 verified 
intracranial tumours seen in ten years in children up to the 
age of 14 years. Each chapter except the last is on a 
different type of neoplasm ; in the last the authors ‘discuss 
symptomatology, differential. diagnosis, and diagnostic aids. 
They have taken much trouble in reviewing the literature and 
give a useful list of references at the end of each chapter. 
The general production and illustrations are of a high 
standard. 

The authors have rightly emphasized the ifadequacy of 
clinical localization and the consequent necessity of ventri- 
culography as a pre-operative measure, illustrating this need 
by descriptive errors in their judgment of certain cases, Un- 
fortunately, with so small a series most of the chapters are’ 


‘ on very few cases in each pathological category, and, as the 


follow-up of the material is admitted to be inadequate, the 
reader gains no clear impression of the result of treatment. 
The largest single group in the series is of astrocytomas, 
numbering 26; the next most. frequently found tumour is 
the medulloblastoma (22 cases). There.is a great deal of 
unnecessary repetition, particularly in the chapters on one 
or two cases, which does not help to sustain the interest of. 
the reader. 

To neurosurgeons the book offers a: somewhat incomplete 
description of a personal series of intracranial tumours in 
children, but imparts nothing that is new or in any way out- 


standing. Wyre McKiIssock. 


MILITARY SURGERY 


Wounds of the ice in Military Surgery. By Oscar P. 
Hampton, jua., M.D., F.A.C.S. (Pp. 434; 131 illustrations. 


£3 10s.) London: Henry Kimpton. 1951. 


When reviewing a treatise on milifary surgery I always ask 
myself the question how much practical experience the 
author has had personally amongst the blood and mud or 
dust of the front-line medical establishments, for on that 
knowledge, in my opinion, the value of his treatise on 
military surgery very largely depends. pertieny read through 
this book, with its beautiful illustrations and lack of blood, 
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which makes military surgery appear so dangerously simple, 
I am still in some little doubt about the answer to my 
original question. 

The author describes first-aid measures for injuries and 
wounds of the extremities in a rather brief and cavalier 
manner, when surely this first-aid treatment is of vital im- 
portance to the patient and may often determine whether a 
limb can be preserved or must be sacrificed, and indeed 
whether a life can be saved. The chapter on initial wound 
surgery is sound in principle, but the illustrations make the 
procedures look so easy that they are apt to mislead the 
tyro surgeon into thinking they are really casual and simple, 
whereas in my experience they are prone to be messy and 
extremely difficult if thoroughly and efficiently carried out. 
For the further surgical procedures advocated in the chapters 
on the surgery of nerve injuries, vascular injuries, compound 
fractures, and wounds of joints, nothing but complimentary 
comment can be offered, and the author has obviously con- 
siderable experience in all forms of surgery at this stage of 
wou | treatment. It isa little surprising to find so much 
in favour of guillotine amputations, even with traction, which 
are in my experience painful for the patient and unsatis- 
factory in securing adequate skin covering—even with the 
traction methods advocated. Burns and trench foot are 
fairly fully discussed, as are also the regional fractures and 
wound infections. 

It is a book to be recommended, as a careful study of the 
treatment of war injuries of the extremities, to those working 
in the rear regions where adequate surgical facilities are 


available. 
P. H. MITCHINER. 


THROUGH THE LOOKING-GLASS 

My Six Convicts. By Donald Powell Wilson. (Pp. 336. 

15s.) London: Hamish Hamilton. 1951. 
The author of this exceedingly entertaining book is a pro- 
fessor of psychology who was given an assignment to carry 
out psychological research in an American penitentiary. To 
do his work he enlisted the assistance of six of the inmates, 
men whose careers and personalities are gradually brought 
to light in the course of the book. Through the friendly 
relations he was able to form with them he got to know 
a good deal about the inner and secret life of the prison 
and the connexions of the prisoners with organized crime 
outside. In fact, we get to hear practically everything about 
Professor Wilson’s life in the prison with the exception of 
the nature and results of his own research. 

‘ When he passed the gates of Fort Leavenworth, Professor 
Wilson seems to have stepped through the looking-glass. He 
gives a vivid and illuminating account, for instance, of they 
topsy-turvy notions of criminals on the subject of ethics and 
of their highly complex.conventions of behaviour. He also 
gives us sidelights of an astonishing kind on the conduct of 
clinics for the treatment of addiction, on the séxual mores 
of American college girls, on the smuggling of prostitutes 
into and out of gaol, and many other sensational, topics. 
From the way in which the book is written it is not always 
entirely clear how much the author wishes to be taken in an 
entirely serious and literal way and how much of the more 
vivid colouring may be taken as embellishment. However, 
even if some of what he has to relate has been improved in 
the telling, his reflections on the field of social anthropology 
he has chosen to describe are balanced, realistic, and 


interesting. 
ELIoT SLATER. 


EDUCATION FOR HEALTH 


Health  EAwoation: A Guide to Principles es) Practice. rf 
wa» ibby. M.A., M.Sc., F.L.S. (Pp. 222. 17s. 6d 
London: William Heinemann. 1952. 

The author of this book has undertaken a formidable task 
in setting out and analysing the educational problems of 
health education. Connected for same years with the Cen- 
tral Council fd? Health Education, he has evidently drawn 
on his experience in the wide field covered by this organiza- 


tion. Accordingly, this is a book which is not only a com- 
pendium of information invaluable to anyone who wishes 
to practise the methods, but also contains a clear exposi- 
tion of the principles. 

The approach is objective, and, in pleading for the teach- 
ing of health, the author has not ignored the contributions 
to the improvement in health which have been and can be 
made by services such as the supply of pure water and an 
efficient sewage system. For reference purposes a chapter, 
necessarily condensed, is devoted to the facts of health, 
though the statements on the aetiology of sevetal of the 
diseases are somewhat dogmatic. The author discusses the 
value in different situations of the various media of health 
education. These include the environment, the spoken word, 
printed material, film and filmstrip, radio and television, 
mechanical aids, and exhibitions. Something here for every 
enthusiast. In the appendices, covering nearly 100 pages, 
accounts of health-education schemes and other material 
from all over the world have been assembled which should 
be welcome to workers who wish to acquire a special quali- 
fication in health education. 

When so much concern is being shown for the welfare of 
the people, doctors should find this book helpful in taking 
their share in the promotion of positive health. The author 


acknowledges the excellent work done by the various pro- _ 


fessional groups, but makes a plea for the democratization 
of health education. All workers are urged to join forces 
and place their specialist knowledge at each other’s disposal. 


H. M. CoHEN. 


CHEST AND EXTREMITY LEADS 


Die Neuzeitlichen Brustwand- und Extremitaten-Ableitungen 

> TA tg ®, By eee | wag so a) aay omy 

Georg Thieme. si. — . 
The authors of ois book on the modern chest and extremity 
leads discuss only changes in the heart muscle; disorders 
of rhythm are not included. It is interesting to reflect that 
30 years ago the arrhythmias had pride of place and the 
myocardium got but little consideration. The introduction 
contains a full account of the technique of unipolar leads, 
and the authors then give a full discussion of the normal 
chest leads. This is good and shows well the effect of the 
different remote electrodes, and there are also tables of 
normals in people in and out of training. It would have 
been easier to compare these tables if they had been side 
by side instead of on different pages, but later on they 
are conveniently placed opposite one another. Altogether 
this is a good section and overlooks nothing. The authors 
prefer to use the letters A.N.P., which, translated, mean 
“arrival of the negative potential,” rather than intrinsic 
or intrinsicoid deflection. This seems to be a good idea, 
and if adopted more widely would clear up some of the 
confusion that the older term still leaves in people’s minds. 

The next section (which is incorrectly numbered) is on 
the cardiographic changes of infarcts. Seven anatomical 
sites are distimguished. The diagrammatic illustrations in 
this part are certainly clear, and those taken from ordinary 
records come out very well. The question of diagnosing 
infarction in the presence of bundle block is fully discussed, 
but it would have been more intelligible if the bundle block 
had been discussed first; moreover, the curves associated 
with enlargement and infarction are put in last and might 
have been earlier. The captions for the illustrations are 
good. ' 

As the book is primarily about unipolar leads, it seems 
out of keeping to refer so often to the old bipolar standard 
leads first; they might now come last, if at all. Some of 
the illustrations are badly marred by alternating current. 
The book ends with indications for the use of various leads. 
The authors pay a good deal of attention to the effect of 
exercise on, the cardiogram, as is usual in Germany nowa- 
days. The book can be recommended as up to date and 
practical in its outlook. 

TERENCE EAsT. 
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OUTLOOK IN INFERTILITY 


In recent years the study of infertility has attracted a 
good deal of medical interest, paralleled by a rapid 
growth among the general! public of the idea that diffi- 
culty experienced in becoming pregnant is a legiti- 
mate reason for seeking medical advice. As a result 
centres for the investigation of infertility have multi- 
plied, and, although the standards vary in different 
parts of the country with the skill, interest in the 
subject, and facilities that are available, the oppor- 
tunities for an infertile couple to seek advice are much 
greater than they were even five years ago. The 
distribution of these centres, however, leaves a 
good deal to be desired, for there are still large 
areas where advice on infertility simply cannot be 
obtained. 

It is as well, before becoming too complacent about 
the expansion of facilities for this sort of medical 
advice, or too complaining about its inadequacy in 
some parts of the country, to consider whether, in 
fact, that advice is worth having. Let there be no 
mistake about the extent of the demand—increasing 
attendances and long waiting-lists in many fertility 
clinics speak eloquently enough. Of the value and 
quality of the help that can be offered to the infertile 
couple we can be less sure. The reports on experi- 
ence at fertility clinics are our basic means of deci- 
ding this point, though unfortunately the methods 
of collecting the statistics are often so unsound and 
the conclusions drawn so uncritical that they can be 
accepted only with considerable reserve. The studies 
of Dr. S. Bender, therefore, reported elsewhere in 
this issue of the Journal, are particularly useful, 
since they have been made with a keen sense of 
the problems involved. 

Dr. Bender has confined his attention to primary. 
sterility—that is, where the woman has never been 
pregnant before the first consultation. He advances 
arguments to show that where conception has not 


occurred within 12 months of married life free of 
birth control a valid complaint of infertility can be 
entertained. In his series of 700 cases a striking 
increase in the percentage of women conceiving was 
seen, with increase in the period of follow-up 
ranging from 39.2% for the 3—S-year period to 55.5% 
for the 11-17-year period. The overall conception 
rate was 46.3%, which is a good deal higher 
than most published figures, and Dr. Bender con- 
siders that it would be still higher by the time all 
the women in the series had reached the menopause. 
In women under 30 the conception rate was higher 
(52.3%) than in those over 30 (41.5%), the difference 
being accounted for by the larger number of preg- 
nancies starting within 12 months of investigation and 
treatment in the younger women. 

The degree of responsibility of the man was known 
in 533 of the 700 husbands. In view of the percen- 
tage of wives who conceived at different levels of 
sperm count, it seems that, above 40 millions per ml., 
sperm density is of no particular consequence, and 
that even with very low counts (below 10 millions per 
ml.) the chahces of conception are not so-small, for in 
this group 19 out of 57 wives conceived—33.3%— 
as compared with a little over 50% when the sperm 
density exceeded 40 millions per ml. So long as 
there are some sperms, therefore, there is always a 
chance. 

Dr. Bender has made a courageous attempt to 
evaluate the part played by medical treatment in 
bringing about the pregnancies in his cases. If all 
pregnancies occurring in treated women within 12 
months of the treatment were therapeutic successes 
the effectiveness can be assessed at 52.5% ; this, of 
course, must include pregnancies which would have 
started even without the treatment. If the time limit 
is set at six months, the proportion of therapeutic suc- 
cesses falls to 38.3%. The conclusion is therefore 
reached that probably more than half of the con- 
ceptions in the whole series were unrelated to medi- 
cal treatment. 

The outcome of pregnancy in the woman previously 
sterile is another important matter that Dr. Bender 
has studied, in a series of 431 pregnancies occurring 
in 313 of the original 700 women. The total abortion 
rate was 21.8%, which is probably considerably higher 
than the overall spontaneous abortion rate for preg- 
nant women generally. The reason for this increased 
liability to abort by the less fertile woman is not very 
clear. The incidence of ectopic pregnancies (1.7%) 
is probably also considerably higher than in preg- 
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nancies generally (about 0.3%) and undoubtedly re- 
flects the not uncommon existence of some tubal dis- 
ease in subfertile women. The malformation rate 
among the babies of more than 28 weeks’ maturity 
was 1.2%, which is probably not different from that 
for babies generally. Thus, although the subfertile 
woman is more likely to abort, she is not more likely 
to give birth to an abnormal live baby than her fully 
fertile sister. 

On the whole, therefore, the outlook for the couple 
complaining of infertility is not too bad, since some 
50% of such couples can expect to have a child 
eventually. Whether their chances are materially 
increased by attending a fertility clinic is somewhat 
doubtful ; perhaps they will be for a quarter to one- 
third of such couples. For a further quarter to one- 
third the investigations will demonstrate the extreme 
improbability of conception and at least let the 
couples know where they stand. Limited though the 
value of this assistance may be, it is probably greater 
than some have supposed and points more to the 
need for further carefully controlled research than to 
the abandonment of the investigation and treatment 
of human infertility. 








SIR CHARLES MARTIN AND MEDICAL 
_RESEARCH 


The centenary of the University of Sydney and the 
jubilee of the Australian Commonwealth have been 
marked by the establishment of two fellowships in 
honour of Sir Charles Martin, formerly director of the 
Lister Institute, who helped at the turn of the century 
to lay the foundations for Australian medical research 
(see page 439). It would be tempting to contrast 
medical education in Australia as it is to-day with 
what it was like when Martin went to Sydney in 
1891, if the story of the progress made in Australia 
in 60 years had not been so well told in great detail 
in the Jubilee number of the Medical Journal of 
Australia’: it was in medical education and the 
opportunities for research that Martin’s influence 
has been most felt. 

A Londoner qualifying from St. Thomas’s Hos- 
pital in 1888, the devoted pupil of Carl Ludwig, the 
friend of Ernest Starling and William Bayliss, Martin 
arrived in Sydney as successor to Almroth Wright 
imbued with the importance of physiology and re- 
search. The charters of the Universities of Mel- 
bourne, Sydney, and ‘Adelaide had been granted, and, 
although opportunities were scanty and the facilities 
primitive, it is to the undying credit of the pioneers 

1 Med. J. Aust., 1951, 1, 1-58. 





in Australian medical education that it was recog- 
nized that progress depends on that higher culture 
which universities can bring. 

The young enthusiast from London joined with 
J. T. Wilson, who had set the pattern in anatomy 
in Sydney (and who, incidentally, was to become 
Martin’s close friend and associate again in the 
thirties at Cambridge), Halford and Allen in Mel- 
bourne, and Stirling in Adelaide to set Australian 
medical education and research on sure foundations. 
The research work carried out by these pioneers was 
impressive in quantity and outstanding in quality : 
one has only to recall Welsh and Chapman’s early 
work on the precipitin reaction and Martin’s work on 
the first ultra-filter to be invented and its application 
to the study of the union of antigen and antibody, 
which much impressed the leaders in this field at the 
time. It was recognized even in those early days that 
medical education and research were inseparably 
connected. Although facilities were primitive the 
conditions were such as to bring out all the best in 
Martin’s character; and in later years, when he 
claimed “tinkering” as one of his recreations, all 
who worked with him in those early days, as well as 
those who were privileged to be with him in England, 
know that this meant the capacity to make laboratory 
equipment with such everyday materials as were 
available. 

In Martin’s time there were in the schools of medi- 
cine in Australia university chairs only in anatomy, 
physiology, and pathology, sometimes all three being 
held by one person. But later developments which 
have resulted in the foundation of many chairs in 
separate subjects (14 alone in the faculty of medicine 
at the University of Sydney), and of research insti- 
tutes for the study of medical problems, have been 
built on the sure foundations laid down in Martin’s 
time. An event of outstanding importance was the 
creation of the National Health and Medical Research 
Council. 

Martin was appointed demonstrator in physiology 
in Sydney in 1891, became lecturer in physiology in 
Melbourne in 1897, and professor of physiology in 
Melbourne in 1901. Although it was in these forma- 
tive years that his influence was greatest, he made 
two other later contacts with Australian doctors which 
are remembered with affection and made their mark 
on Australian medical thought and education. He 
came out from England to Gallipoli in the first world 
war as a major in the Australian Medical Service, and 
with his experience and expert guidance he reorga- 
nized the laboratory services and resolved the diffi- 
culties which had arisen in the diagnosis of amoebic 
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and bacillary dysentery and the different typhoid 
fevers: many of these same Australian medical 
officers also enjoyed the privilege of Martin’s labora- 
tory hospitality in Rouen. Again, in_the "thirties, at 
the request of the Australian Government, Martin 
visited the Commonwealth to assist in some problems 
closely connected with the health and economy of 
Australia ; it was in this period that the work on 
myxomatosis of rabbits was begun in England and 
continued and developed in Australia, and that he 
became director of the Institute of Nutrition at 
Adelaide. 

Martin returned to England in 1903 to become 
director of the Lister Institute, and since then there 
has been an unending stream of young Australian 
graduates at the institute. It is probably in this 
position, and through his unfailing and stimulating 
‘interest in many problems in medical research— 
among others plague, caisson disease, infantile diar- 
rhoea, the chemistry and metabolism of fat, adren- 
aline, fermentation, the calcification of bone, and 
vitamins and nutrition—that Martin is best known 
to the present generation. It may not be so widely 
known that many who have brought fame and lustre 
to the branches of medicine in which they excel 
—Sir Thomas Dunhill, Sir Howard Florey, Sir 
Hamilton Fairley, Sir Macfarlane Burnet, Dr. Charles 
Kellaway, Professor G. R. Cameron, and the late 
Sir Alan Newton and Sir Hugh Cairns—were either 
Martin’s pupils or the product of that system of medi- 
cal education in the Commonwealth which he was 
so active in helping to form. As he himself said of 
these early years: “ The material was first-rate. The 
quality of the medical student was superior to what 
I had been used to teach in London. They all meant 
business, and the experimental method of approach 
came naturally to them ; and intellectual adventure 
was congenial. A drawback for the time being was 
that the best of them scorned research scholarships 
after graduation and came to Great Britain or the 
U.S.A. and were induced to stay. This drainage 
of some of the best talent was a menace to 
Australia.” 

To Sir Charles’s many friends and old colleagues, 
at the Lister and in Australia, the establishment of 
the new fellowships has brought a special pleasure 
and gratification. They are well aware of the deep- 
seated affection which Sir Charles has always had 
for the young people of Australia, and they will join 
in the earnest wish expressed by the National Health 
and Medical Research Council of Australia that the 
Close association between the Lister Institute and 
Australian seats of learning will be extended, 
deepened, and strengthened in the years to come. 


SICKLE-CELL ANAEMIA IN AFRICA 


A letter published on another page this week adds to 
the controversy started by Foy and Kondi! over the 
incidence of sickle-cell anaemia in Africans. The majo- 
rity of workers in Africa find sickle-cell anaemia to be 
rare (though there is no claim that it is absent), al- 
though the sickle-celt trait itself is frequent ; on the other 
hand Foy and Kondi are of the opinion that sickie- 
cell anaemia occurs in all homozygotes and has hither- 
to been overlooked because of death of the affected 
Africans in early infancy. They quote experiences of 
theirs,? and the impressive paper by the Lambotte- 
Legrands,* who do indeed prove that in Leopoldville, 
as in America, sickle-cell, anaemia is found at the fre- 
quency which would be expected if it were present in 
all homozygotes. 

There is no need for either of the two views to be 
wrong. The sickle-cell trait in Africa must be of 
comparatively recent origin, and unlike another African 
blood property—high frequency of the rhesus chromo- 
some Rh, (cDe)*-*—is very patchily distributed. The 
highest frequencies of the trait have up to now been 
reported from East Africa, where they varied from 30 
to 45% in some Bantu tribes.”* Other Bantu tribes in 
East Africa have lower sickle-cell trait frequencies, and 
this seems to go parallel with the degree of dilution by 
Hamitic-speaking recent invaders.?*° The peak of the 
incidence falls somewhat towards the west and averages 
about 20% to 25% at the coast.'° It falls also towards 
the south?! and is very low in South Africa itself.'? 
Whether the African negro has come from West Africa, 
as Seligman’* thinks, or from Asia, as suggested by 
some leading anthropologists (particularly Leakey), is 
not yet proved, but it is highly significant that of 70 
Malayan negritos tested 20 had the negroid chromo- 
some Rh,.'* These negritos had no sickle cells, and 


‘recent findings in India suggest that the sickle-cell 


trait is not a. genuine negroid feature but has entered 
Africa with Veddian blood well after the negro 
population had established itself.1° The Veddians, 
who are sickle-cell carriers but do not possess the 
universal negroid feature of high Rh, chromosome 
frequency, live in Ceylon and South India, where they 
are either found as pure aboriginal tribes or have entered 
modern Indian society and found a place among the 
lowest castes. Pockets of them have been reported in 
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Persia and in the Hadramaut,’* which brings them 
indeed to the former land bridge between Asia and 
Africa in the region of Aden. Thus it seems likely 
that the sickle-cell trait entered negro Africa from the 
north-east, has been spreading southwards and west- 
wards, and is still in the process of .establishing 
itself. . 

Raper’s suggestion’’ that mixture with Caucasian 
blood could have modified the susceptibility to the 
anaemia in America should not be dismissed lightly 
in view of Hodges’s observation’*® that the sickle-cell 
trait was more frequent in Americans of certain racial 
mixtures than in those of pure negro ancestry. Neel, 
Wells, and Itano’® have recently shown that sickle-cell 
haemoglobin is inherited as a definite percentage of the 
total haemoglobin. If it is accepted that homozygotes 
in America develop sickle-cell anaemia because they 
carry rather more than half of this abnormal haemo- 
globin?® the rarity of sickle-cell anaemia in adults in 
East Africa (and for that matter in India) may well be 
due to the widespread existence of a gene conferring less 
than 25% of the abnormal haemoglobin, so that even 
homozygotes fail to accumulate enough of it to produce 
anaemia. Foy and Kondi contend that on physico- 
chemical as well as on genetical grounds it would be 
extraordinary that sickle-cell anaemia should be rare 
in communities that have high sickling rates (Africa) 
and yet abundant in communities that have low sickling 
rates (U.S.A.) But it may.be that in some African tribes 
the trait is frequent just because the anaemia is rare, 
whereas the trait incidence is low and perhaps falling in 
communities where it can frequently give rise to anaemia 
with the likelihood of early death. 

Attention should also be drawn to the fact that there 
seem to exist two sickle-cell haemoglobins in America”? ; 
one of them does not result in typical sickle-cell anaemia 
when inherited together with the established sickle-cell 
haemoglobin gene. Electrophoretic and genetical data 
will be required from Africa before definite conclusions 
can be drawn, but there seems no reason why at 
present early death of homozygotes. should be accepted 
as the only possible explanation for the rarity of sickle- 
cell anaemia in African adults. It would indeed be 
strange that trait incidences of 30% to 45% have been 
maintained if nearly all homozygotes have fallen by 
the wayside in infancy. There is certainly no suggestion 
that parents of children with the sickle-cell disease have 
a higher fertility than others, as has been claimed for 
families with Mediterranean anaemia in Italy, and it 
would be difficult to imagine an increase in fertility 
which could replace the loss of homozygotes in a popu- 
lation where the trait is present in more than 30%. 





DEATH AFTER CHLORAMPHENICOL 


Elsewhere in this issue are the case reports of three 
children whose whooping-cough was treated with chlor- 
amphenicol and who subsequently showed the signs 
of aplastic anaemia and died. These are the first British 
records to set alongside the American experience re- 





1 British Medical Journal, July 19, p. 136. 


viewed in a recent leading article on the danger of 
chloramphenicol,' and there is little doubt that other 
cases will be discovered now that the alert has been 
given. Once again prolonged dosage may have had 
something to do with the aplasia, since daily chlor- 
amphenicol was given for at least 24 days in all three 
cases. As we remarked before, prolonged treatment must 
now be regarded as unwise. The object of treatment 
“ should be to eradicate the infection, and if this has not 
been achieved within a week an explanation for failure 
should be sought and other measures adopted,” and we 
suggested that where possible another antibiotic such as 
aureomycin should be used in place of the suspect drug. 
At the same time, it must be remembered that the size 
of the risk is not yet known. It is impossible to say 
how often or how rarely fatal complications may be 
expected to follow chloramphenicol treatment until a 
large follow-up study has been carried out. The danger 
of agranulocytosis was certainly over-emphasized when 
the early sulphonamides and thiourea came in, and 
perhaps the risk of aplastic anaemia is being over- 
emphasized now. Until we know definitely, however, 
extreme caution must be the order of the day. 





THE MIND AND THE SKIN 


We may agree with our French colleagues in declaring 
that the skin is the mirror of the mind, for there is no 
question about the ease with which emotional change 
is reflected in skin function. The important role of 
the ectoderm in the lower forms of life, its contribution 
to the central nervous and endocrine systems in the 
course of development and evolution, and its signifi- 
cance in relation to adaptation to environment all sug- 
gest that it may retain such an intimate relationship 
with the essential springs of life as to be part and parcel 
of the personality of the individual, readily participating 
in his emotional health and behaviour. But there are 
considerable differences of opinion on the part played 
by psychogenic factors in the cause of skin disease. 
In Britain O’Donovan? was among the first to empha- 
size their importance, not only in the aetiology of 
dermatitis artefacta but in such affections as alopecia, 
urticaria, pruritus, and eczema. In spite of occasional 
protests that the case was not proved, as from Gold- 
smith® and more recently from Sulzberger,‘ it is gener- 
ally accepted that psychogenic factors are often of major 
significance in a wide range of skin disease. Wittkower* 
published studies on personality in relation to some 
common dermatoses in soldiers observed during the war. 
Cormia® in a review of the subject based on 100 patients 
indicated the possibilities of treatment. 

Drs. S. P. Hall-Smith and Alan Norton describe at 
page 417 how they found psychiatric factors of signifi- 
cance in 78.5% of a random sample of dermatological 
out-patients ; the anxious, obsessional patient was most 





2 Dermatological Neuroses, we London. 

3 Postgrad. med. J., 1934, 10, 242 

4 Yearbook of Dermatology and Syphilology (p. 38), 1951, Chicago. 
5 Brit. J. Derm., 1947, 69, 281. 

8 Ibid., 1951, 63, 129. 

? Arch. Derm. Syph. (Chicago), = ae. 291. 

8 British Medical Journal, 1944, 2 
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frequently encountered. They review the contributing 
factors and, like other observers, are impressed by “ the 
association of a wide range of skin diseases and vulner- 
able personalities under stress.” With Obermeyer’ they 
find that the subjects of neurodermatoses “display varied 
neurotic trends and personality-structure, not specific 
for their cutaneous disease.” Obermeyer regards the 
emotional and psychic structure of the patient merely 
as part of a predisposing syndrome, though “ the piling 
up of neurotic tensions is the most important factor 
in causing acute exacerbations.” Géillespie® classified 
psychological ill-health as (a) constitutional, (b) situa- 
tional, and (c) historical ; this is a useful approach to 
the dermatological neuroses, helpful in determining the 
line of treatment likely to be beneficial and in assessing 
prognosis. 

Remarkable results are sometimes seen from more 
specialized forms of psychiatric treatment, as in the 
treatment of warts by hypnosis. Dr. A. A. Mason 
describes at page 422 a case of ichthyosiform erythro- 
dermia cured by hypnosis. Even if this affection is 
regarded as a physiological naevus it is difficult to under- 
stand the mechanism of the response. These papers 
point again to the great need for further basic scientific 
work on the relation between the mind and the skin. 


THE ENTERIC FEVERS 


That the price of freedom is eternal’ vigilance has a 
special cogency in infectious diseases ; but, if the mild- 
ness of the common fevers may nowadays incline us to 
forget its aptness, the maxim may be recalled in regard 
to the enteric group of fevers. During the week ending 
August 2, 130 cases of paratyphoid and 5 cases of 
typhoid fever ‘were reported in England and Wales— 
a total which is the highest for any week during the 
last nine years, as our graph at page 450 shows. Even 
if chemotherapy has made these infections less fear- 
some than they were a few years ago, their early diag- 
nosis is still essential, not only to prevent spread of the 
infection but also because treatment is likely to be more 
effective when started early. 

‘In considering the diagnosis, what are the important 
points to bear in mind? So far as the “ classical ” case 
is concerned, perhaps the most important one is to 
realize that enteric fever in its initial stages is a sys- 
temic infection. If the diagnosis is to be made early, 
no reliance must be placed on a complaint of diarrhoea 
or the observation of a pea-soup stool (which may in 
fact never appear at all) but on the usual indications 
of a septicaemic illness: General malaise, with muscle 
or joint pains, fever without obvious localizing cause, 
malar flush with bright clear eyes, a heavily coated or 
dry tongue—these, with perhaps a rather slow full pulse, 
a spleen whose tip is just palpable, or a slight fullness 
in the iliac fossae, are the signs which should raise a 
Suspicion of typhoid fever. The presence of leucopenia 
is a useful pointer, for in Britain few other infections 





1 Anderson, T., Lancet, 1940, 2, 189. 
2 Ann, intern. Med., 1950, 33, 1. 


show a similar picture. Thereafter, confirmation of the 
diagnosis will be a matter for the laboratory. For this 
purpose culture of blood or bone marrow, isolation of 
the organism from faeces or urine, or the demonstra- 
tion of agglutinins in the serum are appropriate, though, 
as to the last, the Widal reaction is now rather out of 
fashion because of the many young adults (both male 
and female) who have received T.A.B. vaccine. In such 
persons the interpretation of the reaction may be very 
difficult, and no single result can be regarded as 
diagnostic. 

But it is worth emphasizing that, particularly with 
paratyphoid fever, the “classical” picture is often not 
seen. For instance, the initial diagnosis in many of the 
primary cases included such conditions as influenza, 
bronchitis, pneumonia, and sore throat.! A sudden on- 
set with diarrhoea is not uncommon, and differentia- 
tion from other forms of salmonella food-poisoning 
may emerge only after bacteriological examination of 
the stool. Great variation from case to case has always 
been a feature of paratyphoid, a feature, moreover, 
which is not explained by differences in the phage-type 
of the organism. Further, when there is epidemic 
prevalence, symptomless excreters are common, and 
they may form an important link in the chain of 
infection. 

Chemotherapy with chloramphenicol has completely 
changed the prognosis from what it used to be. In 
typhoid fever Smadel? and his co-workers advise an 
initial dose of 3 g., followed by 1.5 g. 12-hourly for 
four to five days ; thereafter treatment is continued for 
a further 10 days, with a daily dose of 1.5 g. With 
such a regime an obvious diminution of toxaemia and 
subsidence of fever may be expected in an average of 
four days. There has since been some discussion about 
whether the large initial dose is desirable because of 
occasional sharp “ shock” reactions thought to be due 
to too rapid killing of organisms. Many clinicians there- 
fore prefer to begin treatment more gently with divided 
dosage. Three important considerations must be borne 
in mind. First, relapse is not infrequent. It is for this 
reason that treatment should be continued for eight to 
ten days after the initial subsidence of fever. The in- 
jection of typhoid vaccine has been suggested in order 
to encourage the formation of specific antibodies, but 
it remains to be seen whether it is therapeutically suc- 
cessful. Secondly, it must be realized that obvious 
clinical improvement will usually precede the healing 
of the ulcers; in other words, perforation or haemor- 
rhage may still occur even when the temperature has 
returned to normal and the patient is apparently pro- 
gressing satisfactorily. Lastly, clinical cure must not be 
taken to imply bacteriological cure. Patients may con- 
tinue to excrete the organism in the faeces long after 
an apparently rapid response to the initial treatment. 
Careful screening of the convalescent patient prior to 
dismissal is therefore essential. Chloramphenicol may 
fail to achieve freedom from infection in such cases. 
The possible synergistic action of: penicillin (six to 
twelve mega units a day), sulphonamide, and tetra- 
iodophenolphthalein may be useful here. 
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Glandular fever is an acute infectious disease charac- 
terized by fever, enlargement of the lymphatic glands, 
and changes in the blood, especially lymphocytosis and 
the presence of heterophil agglutinins, and with a uni- 
formly favourable course. The causal agent has not 
been identified. 

The degree of infectivity is only moderate. Suscepti- 
bility, however, seems to be almost universal : if two 
or three cases develop in a school or closed community 
a high proportion of the occupants tend to become 
infected. The duration of infectivity is uncertain. The 
incubation period is between 5 and 15 days, in most 
cases between 7 and 10 days. In spite of many studies 
it is impossible to fix an upper limit. 

Glandular fever was first identified as an entity in 
1889. It was described as a simple harmless cervical 
adenitis occurring in children. No pathological changes 
were known and the diagnosis rested on rather indefinite 
clinical features which scarcely differentiated it from 
some bacterial infections. Its existence as an entity 
became doubted, and by 1900 it was almost forgotten 
and remained so for 20 years. In 1920 mononucleosis 
was discovered in the blood and the disease was resusci- 
tated. Paul and Bunnell in 1932 made by chance the 
curious discovery that heterophil antibodies to sheep’s 
red cells are present in high titre in the blood in 
glandular fever and, for practical purposes, in no other 
known disease. Laboratory methods thus became avail- 
able by which the diagnosis could be firmly established. 

Glandular fever is remarkable for the numerous 

clinical forms in which it appears. They are, of course, 
all due to the same infection, and intermediate and 
overlapping types are not uncommon. Some of the 
forms are confusing and the diagnosis is difficult, espe- 
cially in sporadic cases. The differences between the 
chief types are great enough for several of them to have 
been initially regarded as new entities before being recog- 
nized as variants of glandular fever. Hence for the 
purpose of diagnosis it is important to be aware of their 
principal features. The following six clinical groups 
are separately described: (1) juvenile glandular type— 
occurring mainly in children and characterized by the 
rapid formation of a visible mass of glands ; (2) adoles- 
cent type—more insidious and commoner in young 
adults, represents “ infective mononucleosis” as fre- 
quently seen in America ; (3) prolonged febrile types ; 
(4) anginose type (monocytic angina) ; (5) with neuro- 
logical manifestations ; and (6) onset with jaundice. 


Juvenile Glandular Type 


This is the form commonly seen in children, but it may 
occur at any age. The onset is usually acute. There may 
be a short prodromal period of malaise, but this is com- 
monly overlooked, and the glandular enlargement often first 
attracts attention. 

The cervical glands are most often involved. They tend 
to enlarge rapidly, and may form a visible tumour within 
24 hours. The mass is normally painless and only slightly 
tender, though young children may object to palpation. 


The gland which is most characteristically enlarged is deep 
to the sternomastoid muscle, about the middle of its length, 
and somewhat below the angle of the jaw; it lies trans- 
versely and can be felt on both sides of the muscle. It is 
striking how often this gland can be recognized. There is 
usually some enlargement of axillary glands, and they may 
be present without any involvement of the cervical groups. 
Other superficial glands may enlarge, including the pre- 
auricular, submaxillary, submental, supratrochlear, and 
occipital. The deep glands may also be _ involved. 
Enlarged mediastinal glands may press on the bronchi, 
and the transient obstruction in rare instances produces 
very confusing and rapidly changing physical signs. 

In the fauces there is little change, though some com- 
plaint of sore throat is common. Eruptions are unusual. 
Torticollis is an occasional complication. 

The temperature is raised to about 101° F. (38.3° C.). 
Constitutional symptoms are slight and the patient does 
not appear ill. The spleen becomes palpable in about 
50% of the cases, but only by one or two fingerbreadths. 
The main mass of the glands and the constitutional disturb- 
ances generally subside in the course of a few days, and 
the patient recovers in one to two weeks. The glands may 
remain just palpable for many weeks or even several months. 
Suppuration of the glands is no part of the ordinary course 
of glandular fever, but in very rare cases it has followed a 
pre-existing tonsillitis. 

Mononucleosis is usually present when the glands appear, 
otherwise it develops within a few days. The total number 
of leucocytes in most cases lies between 10,000 and 20,000 
per c.mm., with 60 to 80% of mononuclear cells. Both 
monocytes and lymphocytes contribute to the excess, but 
the monocytes subside rapidly and leave the lymphocytes 
to predominate. Some degree of lymphocytosis may linger 
for several months. 

Recrudescences or relapses are by no means rare. The 
course may be similar to the original attack but tends to 
be milder. Recrudescences may take place after consider- 
able periods of freedom ; there may be several over a period 
of some months, gradually decreasing in severity. If recur- 
rences extend over a longer period the diagnosis should be 
carefully reviewed. 

In children under the age of 5 years the picture is less 
characteristic: the constitutional symptoms are often more 
severe, the glandular enlargement is slighter, and the diag- 
nosis may be difficult. 


Adolescent Type 


Among adolescents and young adults the onset is insidi- 
ous, the course longer, and the glandular enlargement less 
pronounced than in the juvenile form. The onset is slow, 
with fatigue and depressed health gradually becoming severe 
enough to cause the subject to report to a medical officer. 
The glands may be found then or subsequently, often on 
routine examination. This is the form—the so-called infec- 
tive mononucleosis—in which glandular fever is commonly 
seen in America, among college students, and American 
descriptions of the disease are essentially based on this age 
group. 

Prolonged Febrile Type 


This type apparently represents the full development of 
glandular fever. It occurs rarely in epidemics, but sporadic 
cases and milder grades are fairly common. In these severe 
forms the characteristic features of glandular enlargement 
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and mononucleosis develop late and the glands seldom attain 
any great size. Im many cases the severe constitutional 
disturbances are already subsiding before the glands become 
palpable, and cases have often been mistaken for anomalous 
forms of enteric fever. 

The initial febrile period is of variable duration, and 
recrudescences may lengthen it to many weeks. During this 
stage there may be no diagnostic features on either clinical 
or laboratory investigation. Headache is often severe. 
There may be a few rigors. Sweats are nearly always pro- 
fuse ; they are greatly increased by the administration of 
antipyretics and then become associated with extreme 
exhaustion. The Wassermann reaction and Kahn test 
may become temporarily positive. 

An eruption is common. It usually appears about the 
end of the first week, and the temperature, which may have 
been falling, rises again. The temperature has no regular 
course, but it generally falls to normal or nearly normal 
before the glands enlarge, when it rises again. The glands 
are often discovered by chance or by a routine examination 
when the temperature rises. The spleen may become palp- 
able at this stage. Rapid improvement often follows and 
convalescence sets in, but recurrences are not uncommon. 

The course of the blood changes is important. At the 
onset there may be a definite polynucleosis. The poly- 
nuclear cells always fall rapidly, and for a period the 
blood count may be within normal limits. In some cases 
there is a leucopenia at the onset. Leucopenia is also often 
present about the time the glands begin to enlarge, but 
mononucleosis always develops. 


Anginose Type 


The importance of this type is its ready confusion with 
diphtheria. It was first discovered, in hospitals for infectious 
diseases, that a condition existed which was non-bacterial 
but characterized by the formation of a membrane indistin- 
guishable from that of diphtheria and with an absolute 
lymphocytosis. Its relationship with glandular fever was 
not recognized for some time. It is probably a complica- 
tion following two to three weeks after a mild attack of 
glandular fever and may be the result of leucopenia. The 
angina never occurs as an epidemic, but several cases may 
appear almost simultaneously in a closed community. 

This type is characterized by the development of a 
tonsillar membrane or of ulceration. The membrane in 
typical cases is indistinguishable in appearance from that 
of diphtheria, although it is a true membrane, and it often 
forms very rapidly. It rarely involves the larynx. Oedema 
of the neck and tenderness of the enlarged cervical glands 
are common, but not to the extreme degree of diphtheritic 
bull-neck, and suppuration is very rare. Oedema of the 
fauces causes great discomfort and anxiety, but in spite of 
this and the high temperature, often about 104° F. (40° C.), 
the patient does not appear to be toxic and does not become 
so, although the membrane may persist for several days or 
more than a week before separating, after which the symp- 
toms improve with surprising rapidity. Mononucleosis is 
generally present at the time of appearance of the mem- 
brane and is always present and absolute within a day or 
two, but at the onset it is often only relative, since an initial 
leucopenia is common. There are no cardiac or nervous 
complications and recovery is uneventful. 


Neurological Manifestations 


The neurological manifestations of glandular fever 
attracted little attention until recently, but a number of 
cases have been recorded in the past few years. The clini- 
cal pictures are extraordinarily varied and bizarre, and no 
two cases appear to be quite similar. The brain (encepha- 
litis), meninges, cord, cranial nerves, and peripheral nerves 
may be affected, either separately or in combinations or 
sequences. The commonest types are probably polyneuritis 
(Guillain—Barré’s syndrome) and benign lymphocytic menin- 
gitis. There is no constant order in which the ordinary 


=. 


manifestations of glandular fever and the neurological 
symptoms respectively develop, or in their comparative 
severity. Thus the glandular enlargement, lymphocytosis 
in the blood and in the cerebrospinal fluid, and meningeal 
or other neurological symptoms may develop and subside 
simultaneously. In other cases the glandular fever may 
run its course and subside, to be followed by the develop- 
ment of nervous symptoms and lymphocytosis in the cerebro- 
spinal fluid, but with a normal blood picture and agglutina- 
tion titre which may be either raised or not. Or again the 
symptoms of a benign lymphocytic meningitis may be sub- 
siding before the features of glandular fever appear. In 
this last group the blood count may show an initial poly- 
nucleosis even with a high mononucleosis in the cerebro- 
spinal fluid. In the more severe neurological forms the 
glandular swelling tends to be slight, as with other severe 
types of glandular fever, and may be overlooked during 
convalescence from the nervous features unless specifically 
sought. 

Recovery from neurojogical manifestations can take place 
with extraordinary rapidity. A comatose and paralysed 
patient with an extensor plantar response may be appar- 
ently normal mentally and physically in three days. 

The interpretation of the Paul-Bunnell reaction in neuro- 
logical cases needs careful consideration. In assessing the 
value of a negative reaction the time relations described 
below must be taken into account. Cases of benign 
lymphocytic meningitis have been recorded in the neuro- 
logical literature in which glandular fever is held to be 
finally excluded by a negative agglutination, although the 
reaction has been performed at a point during the course 
when it would not be expected to be positive. 


Onset with Jaundice 


Jaundice is now not uncommon at the onset or during 
the course of the severer forms, but the association has 
become frequent only in the past 15 years. When occurring 
at the onset the jaundice is often of considerable severity 
and there is nothing to distinguish the clinical conditior 
from an ordinary infective hepatitis. As the jaundice sub- 
sides the pyrexia persists, and the diagnosis of glandular 
fever often follows the discovery of lymphocytosis in a 
routine blood count or the observation of some glandular 
swelling. 

Jaundice adds the symptoms of infective hepatitis to those 
of glandular fever byt does not appear otherwise to affect 
the immediate course. Jaundice is rarely severe when 
developing later in the illness. It is not known if cirrhosis 
of the liver may follow. 


Eruptions 


The rash in glandular fever may cause much difficulty 
owing to its close simulation of many of the exanthems. 
During the course of glandular and anginose types well- 
defined eruptions are rare and tend to be transient. In the 
febrile forms eruptions are common, though the incidence 
has varied greatly in different epidemics ; the rash usually 
appears within a few days of the onset but may develop 
at any point in the course. There are two common types: 
macular, or maculo-papular, and rubelliform. The macu- 
lar or maculo-papular type is the eruption most often seen 
in the febrile forms and may closely resemble the rash of 
typhoid fever. The rubelliform eruption is the usual type 
in the glandular forms, and may be indistinguishable from 
rubella. It may appear and fade two to three weeks before 


the glands enlarge. 
Blood Changes 


It is probable that mononucleosis develops in every case 
of glandular fever. It is by the presence of this mono- 
nucleosis, or, as it is usually expressed, “ lymphocytosis,” 
that the diagnosis is usually determined. Nevertheless the 
blood changes are not as simple as may appear at first 
sight even in the common mild glandular types. 
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Both the monocytic and lymphoid blood-forming tissues 
are affected and cells of both series are increased in the 
circulating blood. When a first examination of the blood 
is made early in the attack both types of cells are prominent. 
The monocyte excess, however, tends to fall rapidly, often 
with striking rapidity in the course of 24 or 48 hours. while 
at the same time the lymphocytes are usually increasing. 

These factors produce the characteristics of the blood in 
the acute stages, various types of mononuclear cells being 
present simultaneously, the relative proportion changing 
with great rapidity. Blood pictures taken within a few 
hours of each other may show marked differences both in 
the differential count and in the total number of cells. It 
is often difficult to distinguish slightly primitive monocytes 
from lymphocytes, and cells may be variously interpreted 
by different observers. These results may cause doubt to 
be thrown on the accuracy of records. Differences of this 
nature in differential counts, however, are of little practical 
importance and rarely would influence a diagnosis. 

The myeloid system may also be affected, producing 
polynucleosis, though this is rarely obvious except in 
severe febrile types. In these cases there may be at the 
onset 15,000 to 20,000 leucocytes per c.mm., with 75 to 
80% polynuclear cells. Such polynucleosis is only initial 
and transient and never. develops during the subsequent 
course. Its possibility is not generally realized, and it 
frequently causes an error in diagnosis. The polynucleosis 
may overlap the monocytic and lymphocytic reactions, intro- 
ducing a further changing factor. 

It should be realized that no single blood picture is exclu- 
sively typical of glandular fever. Most characteristic during 
the active stages are the presence simultaneously of various 
types of mononuclear cells and the rapidity with which their 
relative proportions change. As the attack subsides the 
surviving cell is undoubtedly a lymphocyte. 

The existence of a specific “ infective mononucleosis cell ” 
is doubtful. It is probable that they are primitive monocytes. 
Similar cells are present in the circulating blood in many 
other infections. It would be unsafe to base a diagnosis 
on the presence of such cells, and certainly unsafe to exclude 
glandular fever in their absence. 


Paul-Bunnell Reaction: Heterophil Agglutinins 


The term “ heterophil antibodies ” is applied to antibodies 
which can react with antigens which are unrelated to the 
cause of their development. In glandular fever, and in no 
other entity, the serum contains antibodies which can 
agglutinate sheep’s red cells. Hence a positive Paul- 
Bunnell reaction is for practical purposes proof of glandu- 
lar fever. It is consequently important to know if a nega- 
tive reaction excludes glandular fever and to be familiar 
with the stage in the disease at which the reaction becomes 
positive. 

In the ordinary mild glandular types of short duration 
the reaction is often positive at the first examination, which 
may be four or five days after the onset. If the examination 
is earlier the test may be negative or indefinite, the titre 
rising in the next few days. The titre is positive in nearly 
90% of such cases. But in the severer febrile forms the 
reaction may and generally does remain negative during 
the weeks of pyrexia and constitutional disturbances, and 
becomes positive at about the same time as the mono- 
nucleosis and glandular swelling develop. 

The development of agglutinins seems to be associated 
with the glandular enlargement and with the mononucleosis. 
Hence in severe and prolonged febrile forms a positive 
reaction is related to the end of the attack rather than to 
the beginning and may be connected with the development 
of immunity, as Himsworth suggests. - It is striking how 
often the constitutional symptoms rapidly abate within a 
few days of the rise in titre. 

It is very important that this time-relationship should be 
borne in mind. A negative reaction during the stage of 
constitutional or nervous symptoms must not be lightly 
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interpreted as excluding the possibility of glandular fever. 
The agglutination reaction is of most value in confirming 
that enlarged glands and mononucleosis are due to glandular 
fever. 

The titre has no constant relationship to the severity of 
the disease, to the extent of the glandular swelling, or to 
the degree of mononucleosis. The time during which a 
“reaction remains positive is very variable, but little more 
is known. The titre may rise to a very high dilution and 
fall again to negative in the course of a few days. In ordi- 
nary mild cases it usually becomes negative within two 
weeks of recognition, but it may persist for several weeks, 
and has been found still positive after several months. 


Diagnosis 


Diagnosis depends on the clinical features, the mono- 
nucleosis, and, when necessary, on the result of the aggluti- 
nation reaction. In simple glandular types diagnosis is often 
easy and sufficiently confirmed by the blood changes. 
Special difficulties in each type are discussed. 


Simple Glandular Types 


Mumps.—In glandular fever the parotid gland is never 
affected. 

Sepsis.—Differentiation is occasionally difficult. Definite 
oedema in the neck and over the gland is present only in 
the anginose type. The glands are rarely more than slightly 
tender, but a small child often strongly resents palpation. 
Doubtful cases usually prove to be sepsis, and it is advisable 
to treat them as such. 

Acute Leukaemia—The diagnosis is rarely difficult. In 
glandular fever the patient is not seriously ill and there is 
no anaemia; many types of mononuclear cells are present 
simultaneously and their proportions vary rapidly, and the 
total and differential counts do not reach the figures usually 
present in leukaemia. An extremely difficult diagnosis may 
be caused by the rare, slowly progressive lymphoid 
leukaemia which may begin even in childhood. In the 
earliest stages there are periods of exacerbation with 
pyrexia and moderate glandular swelling. The lymphocytes 
for several years may be only at the upper limits of nor- 
mal, and they gradually creep up until the diagnosis becomes 
clear. 

Acute Infective Lymphocytosis—In this syndrome there 
is moderate general enlargement, especially of the cervical 
glands. The white-cell count tends to be higher than in 
glandular fever, and may reach 100,000 per c.mm. The 
mononuclear cells are all lymphocytes, and the type remains 
unchanged throughout the course. The Paul-Bunnell re- 
action is negative. As recovery is invariable and unevent- 
ful confusion with glandular fever is not a serious matter. 

Infective Non-bacterial Adenitis—There is a further 
entity of infective non-bacterial adenitis which occurs in 
epidemics and in which there are neither blood changes 
nor agglutinin formation. A rubelliform eruption may be 
present. Little is known of this disease, but recovery is 
uneventful. 

Anginose Type 

The important distinction is from diphtheria ; the clinical 
differences have been described above. he mild constitu- 
tional effects, in spite of the discomfort, and the entire 
absence of toxaemia are rapid guides to the diagnosis. In 
diphtheria there is an absolute polynucleosis increasing with 
the Severity of the infection and never changing to mono- 
nucleosis. Cases of Vincent’s angina never develop mono- 
nucleosis. ' 

Prolonged Febrile Type 

In this form there may be no means of establishing the 
diagnosis until the glands enlarge and the pathological tests 
become positive. The eruption when present may closely 
simulate enteric fever, but cultures are negative and T.A.B. 
agglutinins do not develop. 
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Neurological Manifestations 


The difficulties of diagnosis are most apparent when there 
are neurological manifestations. The mononucleosis in the 
blood and the formation of agglutinins are associated with 
the development of the glandular enlargement and not with 
the neurological features. If the glandular changes precede 
the neurological symptoms both these pathological tests may 
have become negative before the period of nervous mani- 
festations: this may be so even in the presence of lympho- 
cytosis in the cerebrospinal fluid. If the nervous symptoms 
come first the reactions may not have developed. This 
sequence is often overlooked when the Paul-Bunnell test 
is applied to cases of benign lymphocytic choriomeningitis. 
The timing of the Paul-Bunnell test is thus of great import- 
ance in interpreting the value of a negative reaction in 
these cases. In a. recent well-authenticated case the 
agglutinin reaction was positive in the cerebrospinal fluid: 
in all previous instances it has been negative. With regard 
to the clinical signs, the most striking features are their 
bizarre nature and the rapidity with which a structure that 
appears to be seriously affected recovers. 


Prognosis and Treatment 


Recovery from glandular fever is, with very rare excep- 
tions, always complete. Occasionally there is a long conva- 
lescent period of debility and headache which is suggestive 
of encephalitis. A few deaths have occurred in debilitated 
children. One or two deaths have taken place during 
comatose stages of nervous complications, but no permanent 
paralyses or sequelae have yet been recorded. There is 
no authentic instance of the subsequent development of 
leukaemia ; reported cases are errors in diagnosis or con- 
fusion with the type of chronic leukaemia described above. 

No drug has yet been found to influence the course. All 
the antibiotics have been tried, with negative results when 
properly controlled. 





Next Refresher Course Article—‘“ Irregular Vaginal 
Bleeding,” by Mr. Malcolm Donaldson, will be published 
on September 6. 








CENTENARY OF THE UNIVERSITY OF 
SYDNEY 


BY 


KEITH {NGLIS, M.D. 


Professor of Pathology, New Medical School, University of 
Sydney 


A community which feels the need of a university has 
the higher outlook, for it has been truly said that a 
university is the soul of a people. The people of Syd- 
ney realized this a century ago, and the University of 
Sydney was founded in 1850, though the real teaching 
work did not begin until 1852. 

The main building (Fig. 1) is of perpendicular Gothic 
architecture and was built of sandstone from the 
Pyrmont quarries ; it was begun in 1854 and finished 
about 1860, the architect being T. Blacket. A special 
feature is the Great Hall, in which are held official 
functions of all faculties. Outstanding among the 
attractions of the Great Hall are the stained-glass win- 
dows, which, before being sent to Australia, aroused the 
interest of Queen Victoria and the Prince Consort, and 
were set up in the Waterloo Gallery in Windsor Castle 
for inspection. The windows show representations of the 
founders of the colleges of the Universities of Oxford 
and of Cambridge, portraits of the kings and queens of 








Fic. 1—The main University building. 


England since the Norman Conquest, and portraits of 
persons celebrated in British history, literature, science, 
and art. Projecting into the Hall from the Senate Room 
is an oriel window. The stone used in making this 
window is carved with armorial bearings, and came from 
Caen, in Normandy. 


The Medical School 


The medical school was established in 1883. P. T. 
Anderson Stuart came from Edinburgh to Sydney as Pro- 
fessor of Anatomy and Physiology, and A. MacCormick 
was his first demonstrator. There were four students, and 
classes were held in a small cottage of four rooms. A model 
of this cottage is now in the historical section of the museum 
in the New Medical School. 

It was largely due to the initiative and enthusiasm of 
Anderson Stuart that funds were forthcoming for the con- 
struction of what is now known as the Old Medical School 
(Fig. 2). A document signed by representative citizens of 
Sydney appealing to the Government of New South Wales 
for funds to establish a medical school is to be seen in the 
historical section of the museum. Many thought Anderson 
Stuart’s plans too ambitious, and when the first half of the 
Old Medical School was completed the building was referred 
to by some as “ Stuart’s folly.” Not many years passed, 
however, before the other half of the Old Medical School 
had to be added. 

In 1887 J. T. Wilson came to Sydney from Edinburgh, 
and he was appointed Professor of Anatomy in Sydney 
when Anderson Stuart’s department was subdivided in 1890. 
Wilson filled this chair until 1920, when he went to Cam- 
bridge as Professor of Anatomy, retiring from this appoint- 
ment in 1934. 

Wilson’s influence spread far, especially in British 
countries, for among his pupils were Grafton Elliot 
Smith, J. L. Shellshear, A. N. Burkitt, R. A. Dart, and 
John Irvine Hunter, who held Chairs of Anatomy in London, 
Manchester, China, South Africa, and Sydney. Hunter was 
appointed Challis Professor of Anatomy at Sydney when 








Fic. 2.—Ilhe Old Medical School. 
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he was 25 years of age. The next year, after a lecture tour 
in America, he visited England, and there he died. This 
was a grievous loss to our school. 

In 1902 a third Edinburgh graduate came to Sydney, 
D. A. Welsh being appointed the first Professor of Patho- 
logy. When Anderson Stuart and Wilson were joined in 
Sydney by Welsh, the Medical School had three outstand- 
ing men to shape its future. These three men, affectionately 
known to their students as “ Andy,” “ Jummy,” and “ Taffy,” 
were very different types, but all contributed to the develop- 
ment of the University of Sydney Medical School in the 
early part of this century, and brought from their home- 
land to the land of their adoption much that is best in the 
culture of the “Old Country.” 

The strong representation on the University staff of men 
from north of the Tweed gave rise to many amusing stories, 
often told by the Scots themselves. For example, there 
was the wit who suggested that when advertising staff 
appointments the Senate might as well state in the adver- 
tisement, “No one but a Scotsman need apply.” Again 
there was the occasion when a visitor from abroad called 
on the-Chancellor, a Scot, who was a little hard of hearing ; 
the visitor commented on the large number of Scottish pro- 
fessors, and the Chancellor, who had not heard him aright, 
replied, “ Our worst pest is the rabbits.” 

Speaking of the rabbit pest calls to mind one of the most 
interesting exhibits in the historical section of our museum ; 
it is a flask of broth prepared by Louis Pasteur, and it came 
into our possession in the following way. In 1883 the 
rabbits had increased to such an alarming extent that the 
Government of New South Wales offered a reward of 
£25,000 to anyone who would provide a reliable means 
of destroying them. Offers came from many parts of the 
world, and among them was the plan of Pasteur to kill 
them off by means of cultures of virulent bacteria. In 
March, 1888, Dr. Loir, a nephew of Pasteur, and Dr. 
Germont arrived in Sydney with cultures, media, and all 
appliances necessary for the experiments. The flask of 
broth in our museum was put up by Pasteur himself and 
left in Sydney at the conclusion of the experiments. 

The following men, who later became distinguished in 
Great Britain, were for a time on the staff of our Medical 
School: Almroth Wright, who later became Principal of 
the Institute of Pathology, St. Mary’s Hospital, London ; 
C. J. Martin, who later became Director of the Lister Insti- 
tute, London, and who befriended so many Australian medi- 
cal officers during the first world war ; Grafton Elliot Smith, 
who went from Sydney to Cambridge, to Cairo, to Man- 
chester, and finally to University College, London; J. P. 
Hill, a member of the biology staff in Sydney, but who 
worked with the Medical School team there, and who later 
became Professor of Histology and Embryology at Uni- 
versity College Hospital, London. These four men after- 
wards were elected Fellows of the Royal Society, as also 
was J. T. Wilson. 
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Fic. 3.—The New Medical School. 





The New Medical School 


The New Medical School (Fig. 3) was completed in 1933. 
The cost was met by a munificent gift from the Rockefeller 
Foundation of America at the time of the establishment of 
the full-time Bosch Chairs of Medicine, Surgery, and 
Bacteriology. ; 

In 1941 the Lord Nuffield Theatre of Pathology was built 
in the basement of the new Medical School with money 
donated to the Royal Prince Alfred Hospital by Lord 
Nuffield. We thought, at one stage, of building a replica 
of the theatre at Padua, that medical Mecca where William 
Harvey was a student. Eventually it was decided not to 
proceed with this plan, for various reasons, one of which 
was that we thought students of to-day would prefer an 
amphitheatre where they could be seated, rather than have 
to stand throughout a whole necropsy demonstration, as 
William Harvey must have done when he was a student at 
Padua. 

There are now 14 Chairs in the Faculty of Medicine, 
all but one of them full-time. The Departments of Anatomy, 
Embryology and Histology, Physiology, and Biochemistry 
are in the Old Medical School ; the Departments of Patho- 
logy, Bacteriology, Pharmacology, Medicine, Surgery, and 
Obstetrics are in the New Medical School; the Depart- 
ments of Preventive Medicine, Tropical Medicine, and Child 
Health are in the School of Public Health; the Chair of 
Psychiatry is a part-time appointment. 


The Clinical Schools 


In the early days of the Faculty the Royal Prince Alfred 
Hospital was the only clinical school, but in 1909 Sydney 
Hospital became a clinical school, and at a later date 
St. Vincent’s Hospital followed. When the recent war 
ended, the number of students entering the Medical School 
became so large that additional hospital facilities were found 
essential, and the Royal North Shore Hospital, the Concord 
Repatriation Hospital, and the Rachel Forster Hospital were 
all used for the training of students. 

Obstetrical experience is gained at the Royal Hospital for 
Women, the Crown Street Women’s Hospital, and the King 
George V Hospital. Experience in diseases of children is 
gained at the Royal Alexandra Hospital for Children, and 
knowledge of infectious diseases at the Prince Henry Hos- 
pital. Psychiatric patients are studied at Broughton Hall, 
Callan Park, and Gladesville Mental Hospitals. 

Training in all the clinical schools follows British prac- 
tice, emphasis being laid on the tutorial system of bedside 
instruction to small groups of students. The teaching is 
carried out mainly by honorary medical officers, many of 
whom are part-time university officers. The close contact 
of teacher and students in the out-patient departments, wards, 
and special clinics has proved itself in Sydney as in Great 
Britain, and is the foundation of medical vocational training. 


The B.Sc. (Medicine) Degree 


For some years past a few selected students, after com- 
pleting the third-year examination, have spent a year doing 
an honours course in anatomy, physiology, or biochemistry, 
and proceeding to a B.Sc. degree. As this arrangement 
worked well the principle has been extended, and a new 
degree (B.Sc. Medicine) was established recently which is 
available not only to selected students who have completed 
the third-year examination (replacing the B.Sc. degree) but 
also to selected students who have completed the fourth- 
year examination, so that pathology, bacteriology, and phar- 
macology have been added to the other three subjects. At 
present 16 students are devoting a year’s work to special 
study in one of these six subjects. 


The Postgraduate Committee in Medicine 


In 1929 the New South Wales Branch of the British Medi- 
cal Association established a Committee for Postgraduate 
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Medical Education in New South Wales. Several years 
later this committee was made autonomous by the Branch, 
and in 1932, with the approval of the Branch, an approach 
was made to the University, and this committee became 
the Postgraduate Committee in Medicine in the Univer- 
sity of Sydney. The committee conducts metropolitan and 
country courses and organizes postgraduate medical educa- 
tion throughout New South Wales. . 


Conclusion 


Judged by European standards our University and its 
Medical School are very young ; but it is the way of youth 
to be hopeful, and we have great hopes for the future of 
our alma mater. We realize, however, that as we mature 
we must take care not only to maintain a high standard in 
professional training but also to foster academic interests, 
for only thus will we be receptive to those subtle influences 
which underlie the true university spirit which encourages 
that noblest of all quests—the search after truth for its own 
sake. 


The photographs of the Main University Building and of the 
New Medical School were taken by Mr. S. Woodward-Smith, 
and that of the Old Medical School by Mr. Stanley L. Spencer. 





Preparations and Appliances 








AN IRRIGATOR FOR THE FENESTRATION 
OPERATION 


Mr. Peter H. HuaoILt, F.R.C.S., consulting ear, nose, and 
throat surgeon, St. Giles’s Hospital, London, S.E.5, writes: 
Many instruments have been devised and recommended for 
the fenestration and similar operations on the temporal 
bone, and it is therefore with some hesitation that another 
is suggested. This irrigator-sucker has been in use for over 
two years and has proved very satisfactory. It is easy to 
adjust and control, and if the sucker end becomes blocked 
the remedy is simple: the polythene tubing is withdrawn 
and the blocked end cut off or a new piece substituted. The 
one instrument can be used for both right and left ears. 
Essentially the apparatus consists of two brass guide tubes 
carrying lengths of polythene tubing, size 2. The guide tubes 
rest between the teeth of the mastoid retractor, and with 
the usual one, which has four teeth on each blade, there 
is a Choice of three positions for each tube. The tubes are 





kept in place by a wire spring, and they also carry small 
hooks which engage the soft tissues and prevent the tubes 
“riding up” the blades of the retractor. After the tubes 
are in place, two lengths of polythene tubing are pushed 
through and adjusted for the depth of the cavity. The taps 
have rubber nipples through which the other ends of the 
polythene tubing are pushed, and have olivary mounts to 
connect with the sucker and the saline reservoir ; they clip 
on to the handle of the retractor. It is a great advantage 
to have the taps close to the operative field so that they can 
be controlled by the surgeon himself. 

I wish to express my thanks to Mr. W. A. Whittlesey for 
his help, and to the photographic department af St. Mary’s 
Hospital for the photograph, which shows the finished instru- 
ment made by Willen Brothers, of New Cavendish Street. 


Correspondence 








Because of the present high cost of producing the Journal, 
and the great pressure on our space, correspondents are 
asked to keep their letters short. 


Sickle-cell Trait in Africans 


Sir,—I was interested in the letter from Drs. Henry Foy 
and Athena Kondi (July 5, p. 41) regarding sickle-cell 
anaemia and the sickle-cell trait. Those reading this letter 
and being unacquainted with conditions in South Africa 
might get the wrong impression of its frequency in this 
country, where the disease is practically non-existent. The 
article from South Africa cited by Drs. Foy and Kondi (Grek 
and Findlay, S. Afr. med. J., 1951, 25, 780) reports only one 
single case, and that in a girl of West African descent. It 
was reported because of the extreme rarity of the condition, 
and it was the only case which had been seen in a black 
inhabitant of the Union of South Africa up to that time. 

As Grek and Findlay stated, in 1946 I examined the blood 
of 600 random admissions to the Coronation Hospital for 
non-Europeans, Johannesburg, and found only two cases 
exhibiting the trait. One of these cases had a Cape Coloured 
ancestry (a notoriously mixed group) and the other was resi- 
dent in the Northern Transvaal. At this time the hospital 
was dealing with all Bantu races resident on the Witwaters- 
rand, so these specimens represent a fair cross-section of the 
Africans of the Union as a whole. Up to date only three 
cases of sickle-cell anaemia have been reported in this 
country, one in an Indian (Berk and Bull, Clin. Proc., 1943, 
2, 147), one in a European (Altman, ibid., 1945, 4, 1), and 
one in an African of West African descent (Grek and 
Findlay, 1951). I have subsequently seen one other case in 
an Indian resident here. 

A more recent investigation covering several thousand 
specimens from different Bantu tribes and geographical areas 
of the Union—the results of which will be published shortly 
—has given me no reason to change my views on the ex- 
tremely low incidence of the disease in this country. Since 
1946 physicians have been on the watch for this disease, and 
it certainly has not been missed because it has been unlooked 
for.—I am, etc., 


South African Institute for Medical Researeh, 
Johannesburg. 


S. B. GRIFFITHS. 


Gnat Bites 


Sir,—Gnats in this country usually include small blood- 
sucking winged insects of Culicidae (mosquitoes), Culicoides 
(midges), and Simulidae (black flies). In late summer and 
early autumn mosquitoes are more troublesome, at least in 
most parts of the country, than all other blood-suckin 
winged insects, owing to the fact that by the end of July the 
breeding season has reached its peak, and the adult density 
is at its highest throughout the months of August and 
September. Then with the approach of colder nights they 
begin to die off, or go into hibernation, depending on the 
species. 


Mosquitoes are especially troublesome around low-lying coastal 
districts where there is stagnant brackish water, in thickly wooded 
areas, and around sewage farms and allotments. In some districts 
they are troublesome only indoors, in some only out of doors, 
while in others they are troublesome both indoors and out. This 
depends on the species of mosquito. Some species bite only in 
the open because they never enter houses, others only indoors 
because the adults enter and remain in habitations for the whole 
of their lives, except when they leave for brief periods to lay 
their eggs. If both these types are prevalent in an area, then 
biting occurs indoors as well as out. 

Local irritation following the bite of a mosquito is due to the 
secretion of the salivary glands of the mosquito, which is injected 
at the time of biting and before it begins to draw blood. This 
secretion prevents the blood from clotting while the insect is 
feeding. A mosquito takes up about its own weight in blood, 
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but this takes about two minutes. Victims who are bitten while 
asleep seldom disturb a feeding mosquito, and the subsequent 
irritation is less than when a mosquito is disturbed before com- 
pleting its blood meal. When it is undisturbed it sucks up most 
of the anticoagulating secretion with the blood, but when the 
feed is interrupted most of the secretion remains in the wound 
made by the mosquito. While there is some irritation resulting 
from the bites of most species of mosquitoes, there is consider- 
able variation between species, and in one, Taeniorhynchus 
richiardii, it is negligible or absent. 

It is not known whether the secretion of mosquitoes is acid 
or alkaline, and it is likely that there is considerable variation 
between species; there are 32 species in this country. In most 
species the salivary gland secretion is an anticoagulant, but in 
at least one species, Anopheles maculipennis, the secretion of the 
salivary glands has strong agglutinating properties, and the glands 
of one mosquito of this species are capable of agglutinating 
0.5 ml. of blood of man or of most domestic animals except 
the mouse. 

As dimethyl phthalate (D.M.P.) will deter mosquitoes from 
biting for about four hours, this could be used freely by holiday- 
makers and picnickers in districts where mosquitoes are trouble- 
some. Local people seldom complain a lot, and would seem to 
have become immune or semi-immune to the bites of their local 
species. 

In our laboratery, where several species of mosquitoes are 
maintained for research work, the staff are accustomed to 
feeding mosquitoes on themselves for special purposes. Over 
many years numerous solutions have been tried for alleviat- 
ing the irritation, and it has been found that frequent dab- 
bing with methylated spirit, or, better still, with an alcoholic 
iodine solution, gives the best results. The alcohol or 
methylated spirit allays the irritation quickly, and the iodine 
will disinfect the tiny wound made by the proboscis of the 
mosquito. It is unlikely that sepsis is ever caused by the 
mosquito, and, where cases do occur, this is probably due to 
infection from the finger-nails following scratching. Al- 
though the irritation is quickly relieved by spirit or alcohol 
relief may only be temporary and treatment should be re- 
peated as often as is necessary, which may be at intervals 
over a period of 24 hours. This remedy is speedy, safe, and 
cheap.—I am, etc., 


M.R.C. Malaria Reference Laboratory, Epsom. 


Tendovaginitis 


Sir,—Mr. D. LI. Griffiths (March 22, p. 645) made a 
statement which, since it is part of a refresher course, re- 
quires correction. He stated that trigger finger is due to a 
thickening of the tendon rather than of the sheath and that 
the term tendovaginitis is really quite incorrect. 

The literature on the aetiology of the trigger finger is 
briefly summarized in my article (Engel, Surgery, 1949, 26, 
659), in which I came to the conclusion that the trigger finger 
is a clinical and not a pathological entity. It is the mani- 
festation of a disproportion between tendon and tendon 
sheath, caused by a stricture of the sheath or by a thicken- 
ing of the tendon or by both these changes simultaneously. 

I have repeatedly seen cases in which a definite stricture 
of the sheath was present without the slightest thickening 
of the tendon, and from these cases as well as from the 
literature I gained the impression that in the great majority 
of cases the primary pathological changes are in the sheath 
and not in the tendon. A stricture of the sheath will pro- 
duce an oedema and eventually a fibrosis of the tendon. 
Once the disproportion of the two parts is established, the 
laws of the vicious circle will operate, and it will be difficult 
to judge then which was the primary and which the 
secondary factor. 

The most thorough histological examinations were made 
by Kroh (Arch. klin. Chir., 1925, 136, 240), who found signs 
of chronic inflammation of the tendon sheath in 13 cases. 
His findings were confirmed recently by Lapidus and Fenton 
(Arch Surg. (Chicago), 1952, 64, 475), who found typical, 
chronic, non-specific inflammation in 96 cases, in 22 of which 
fibrocartilaginous changes within the sheath were present. 

Since a high proportion of trigger fingers are of traumatic 
origin, and their pathology is chronic inflammation, it is 
likely that the more delicate tissue of the sheath, which also 


P. G. SHUTE. 


has a better blood supply, will react first. The more indo- 
lent tendon with its poor blood supply is more resistant to 
inflammation. 

In conclusion I should say that Griffiths has given no 
evidence in support of his apodictic statement, and that I am 
in favour of preserving the term tendovaginitis for trigger 
finger —I am, etc., 


Hong Kong. D. ENGEL. 


Dangers of Succinyicholine 


Sir,—Attention has been drawn to the dangers associated 
with the use of succinylcholine as a short-acting muscle 
relaxant. Recently we have had two such cases of pro- 
longed apnoea following its use in this hospital. We have 
used succinylcholine altogether in over 350 cases. 

Case 1—A man, aged 48, general condition excellent, who 
came in for a reduction of a dislocated left elbow. He was 
induced with nitrous oxide and oxygen and mg. succinyl- 
choline given. The usual fibrillation was not well marked, but 
relaxation was complete and respiration abolished. Artificial 
respiration was carried out for 27 minutes, when shallow dia- 
phragmatic respiration started. Respiration was only adequate 
10 minutes later. There were no ill effects and the reduction 
was satisfactory. 

Case 2.—A man, aged 63, general health good, who came in 
for a wire repair of a right inguinal hernia. He was premedi- 
cated with } gr. “ omnopon” and .1/150 gr. scopolamine and 
induced with 0.4 g. thiopentone intravenously. 50 mg. of suc- 
cinylcholine was then given, the larynx cocainized, and the 
patient intubated. Artificial respiration with nitrous oxide, oxy- 
gen, and ether was carried out for 25 minutes, when normak 
breathing was resumed. 5 mg. curare given did not depress the 
respiration further. 


Insufflation in both cases was carried out at the rate of 
about 12-15 times a minute, and the period of apnoea could 
not be explained by a reduction in the CO: content of the 
blood.—We are, etc., 

D. A. Hopcson. 


Luton and Dunstable Hospital, Bedfordshire. P. C. KorHari. 


Erythema and Tuberculin Testing 


Sir,—May I offer my personal observations on the signifi- 
cance of simple erythema occurring with tuberculin tests, to 
which Dr. H. G. Calwell refers in his letter (July 26, p. 230). 
I had ogcasion to use Moro ointment, followed by intra- 
dermal old tuberculin, when testing comparatively large 
numbers of individuals preparatory to B.C.G. vaccination. 
For post-vaccination tests I preferred to use intradermal 
O.T., the strength of which varied according to the size of 
the local B.C.G. reaction and the length of time since 
vaccination. 

The results of the pre-vaccination Moro tests, when read 
48 hours after application of the ointment, were satisfactory 
and remarkably reliable as judged by the results of the sub- 
sequent routine intradermal tests. The presence of a simple 
erythema in the absence of vesiculation appeared to be of 
no definite significance, as als6 shown by the intradermab 
tests. I came to regard this erythema as some non-specific 
reaction or other, which was liable to occur in some 
individuals whether they were allergic to tuberculin or not. 
I have occasionally noticed its presence in non-reactors inside 
24 hours of testing, only to find a further 24 hours later that 
it had entirely disappeared. This occurrence was largely 
associated with the intradermal tests. Then occasionally one 
sees a good indurated positive reaction out of all proportion 
to the amount of redness present. 

In conclusion, it is my personal opinion that vesiculation 
with Moro ointment, and induration or oedema with intra- 
dermal O.T., are the signs which must be present to record 
a positive reaction, and the occurrence of erythema is purely 
a secondary consideration of doubtful significance. It does, 
however, when accompanying a positive reaction help by 
increasing the overall size of the reaction-and lends colour 
to the general picture.—I am, etc., 


Astley, Lancs. B. F. SCALLAN.. 
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Carcinoma of Oesophagus 


Sir,— I was very much interested in the article by Mr. 
R. H. Franklin and Mr. J. J. Shipman (May 3, p. 947) and 
should like to report a case of carcinoma of the middle- 
third of the oesophagus, where death occurred from second- 
ary deposits in the heart four months after oesophagectomy. 


A woman, aged 68, was referred to my out-patient department 
on May 29, with a history of inability to swallow solid food for 
six months, and inability to swallow liquids for oné week. She 
stated that she had had some difficulty in swallowing for many 
years. 

She was admitted to hospital on the following day, when an 
oesophagoscopy was performed by Mr. D. B. Sutton, and a 
hard, irregular stricture was discovered, 27 cm. from the upper 
alveolar margin. An attempt to pass a No. 18 Jackson bougie 
failed, and a biopsy 
showed: it to “ con- 
sist of normal strati- 
fied epithelium with 
no evidence of mal- 
ignancy.”” It was 
decided to carry out 
a two-stage oeso- 
phagectomy, and on 
June 8 a laparotomy 
was performed. No 
evidence of second- 
ary deposits or other 





seen in the abdomen, 
and the stomach was 
mobilized from the 
pylorus to the cardia. 
The abdomen was 
closed without drain- 
age and 4 pints (24 1.) 
of blood was given. 
The patient ran an 
uneven passage and 
the wound broke 
down partially when 
the stitches were 
removed on the 10th 
day, which delayed 
the second stage of 
the operation. She 
was able to swallow 
fluids to some extent 
after the oesophag- 
oscopy, and, with 
intravenous fluids 
and high protein 
fluid by the mouth, 
her condition 
remained reasonably 








Fic. 1.—The oesophago-gastric anasto- 
mosis, firmly united, four months after 
operation. 

















good. 
Fic. 2.—Secondary deposits of carcimoma On June 24, under 
in the wall of the left ventricle. intravenous pethidine 


‘ (anaesthetist, Dr. 
T. A. Brown), the chest was explored on the right side, through 
the bed of the sixth rib. A hard growth was palpated in the 
middle-third of the oesophagus. The vena azygos major was 
ligated, and the oesophagus mobilized above and below the growth, 
which was subsequently found to be adherent posteriorly, and it 
was separated with difficulty. After complete mobilization of the 
oesophagus, the opening in the diaphragm was enlarged and the 
stomach delivered into the chest. The oesophagus was clamped 
and cut at the lower end and the oesophageal opening in the 
stomach was closed. The stomach was secured to the bodies of 
the vertebrae and a transverse incision made into the fundus. 
This was anastomosed to the proximal stump of the oesophagus, 
using No. 2 braided silk on an atraumatic ligature. 

The patient made a fairly good recovery in spite of removing 
the stomach tube herself on the second day. She was subse- 
quently able to eat normal diet, one month after operation, but 
she was not discharged from hospital, as a small sinus persisted in 
her chest wall. She deteriorated unaccountably three months after 
operation, although at the time haemoglobin, blood chlorides, 
blood urea, and serum proteins were within normal limits. 

She died on October 23 from a secondary deposit in the heart 
at the apex of the left ventricle. There was also a secondary 
deposit 4 in. (1.2 cm.) in diameter in the liver, but this was not 
the cause of death. 


abnormality was: 


It appears to me that when dealing with carcinoma of 
the middle-third of the oesophagus there are great advan- 
tages in doing the operation in two stages. The abdomen 
can be examined and the stomach can be completely freed 
from the pylorus to the oesophagus without haste, and the 
approach from the right side of the chest presents very few 
technical difficulties when mobilizing the oesophagus, and 
it can be done in two to three hours. 

The two photographs were taken by Dr. Bernard Thomas, 
to whom I am indebted, and also to Dr. Fine for the patho- 
logical specimens.—I am, etc., 


Newport, Mon. J. T. RicE-EDWaRDs. 


Colours of Gas Cylinders 


Sir,—I share Dr. Audrey Marsden’s concern (August 2, 
p. 283) that carbon dioxide cylinders are now to share their 
colour—grey—with nitrogen and air ; the more so since green 
is not required for any other gas cylinders. Presumably our 
own Association of Anaesthetists and the Faculty of Anaes- 
thetists of the Royal College of Surgeons took part in the 
negotiations which resulted in the final choice of colours, 
but at no time have the views and comments of the general 
body of practising anaesthetists been invited, nor have we 
been favoured with any explanation of the method of reach- 
ing international agreement—which countries surrendered 
which colours for which gases, etc. 

In like manner the National Blood Transfusion Service is 
now changing over from “ Record ” fittings to “ Luer ” con- 
nexions because the latter “...are the standard now 
supplied by the Ministry of Health ” (I quote from a recent 
letter. from a blood transfusion centre). A pronouncement 
from the Ministry in reasoned terms would help to dispel 
the unfortunate impression that these choices are capricious. 
—I am, etc., 

Loughton, Essex. DONALD V. BATEMAN. 


Carotinaemia 


Sir,—Dr. G. Auckland’s note on carotinaemia (August 2, 
p. 267) was of interest. A case was seen here recently in a 
patient submitted as a possible haemolytic anaemia. There 
was a slight generalized yellowish pigmentation of the trunk 
associated with gall-bladder symptoms. Haematological in- 
vestigations were negative and the van den Bergh normal. 
The three-layer test was strongly positive. A similar case 
was seen in Liverpool a few years ago in a girl suffering from 
mitral stenosis. In both cases the trunk showed the maxi- 
mum pigmentation. A point of interest is that in neither 
case was there any unusual ingestion of vegetables. One 
wonders whether a faulty excretion or breakdown of caro- 
tene pigments is present in some individuals.—I am, etc., 


Godalming. W. K. TAyLor. 


Sir,—Dr. G. Auckland’s case of carotinaemia (August 2, 
p. 267) reminded me of three cases that I saw in Japan in 
1951. 


The first was an obese, hypertensive Australian in his late fifties 
who had hepatomegaly and who was temperate in his habits 
regarding alcohol. His weight had been stationary at 16 st. 
(101 kg.) for several months, but had previously been 21 st. 
(133 kg.). His skin, parucularly on the face, but especially on the 
anterior aspect of the forearms, the palms of the hands, and the 
soles of the feet, was an obvious orange-yellow colour. The 
sclerotics were of normal appearance. There was no evidence of 
myxoedema. The following investigations were carried out and 
nil abnormal noted: urine; renal function tests; liver function 
tests, including glucose tolerance test and serum bilirubin; com- 
plete blood picture; stool culture; stools for occult blood and 
intestinal parasites. He said that he loathed carrots and never ate 
them, but he admitted that he “almost lived on” mandarin 
oranges. Eggs and green vegetables were also plentiful. His 
Japanese house girls said that it was well known to them that 
individuals who ate large numbers of mandarin oranges often 
exhibited yellow coloration of the skin, He restricted his con- 
sumption of oranges, and two months later, although it was 
apparent that the yellow colour of the skin was fading, it was 
still obvious in the palms and soles. ae 
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The second case was the 21-months-old son of an Australian 
naval commander who was referred to me for investigation for 
suspected anaemia and failure to gain weight. He was a bright, 
amusing, active, and charming child. The generalized bright 
orange yellow colour of his skin, especially on the face, was 
most striking. The sclerotics were of normal colour. The urine 
was normal. He had a low-grade hypochromic anaemia and a 
marked eosinophilia in the peripheral blood. The latter was 
undoubtedly accounted for by the fact that he was suffering from 
hitherto unsuspected and therefore untreated ascariasis, in the 
subsequent successful treatment of which santonin was not 
used. The anaemia quickly responded to iron therapy and his 
weight gained progressively. Inquiries revealed that daily he con- 
sumed relatively large quantities of juice from freshly squeezed 
mandarin oranges. His mother was advised about this, and when 
I last saw him his skin was near normal in colour. 

The third case was an officer in his early forties who was refer- 
red to me because of shortness of breath at rest and on exertion. 
He did not complain of spasmodic attacks or nocturnal attacks of 
dyspnoea. He was a slim, introspective, and hypersensitive 
bachelor of small stature without apparent evidence of cardio- 
vascular disease. His skin was of a dull yellow colour and this 
was particularly noticeable on the face, palms of the hands, and 
soles of the feet. The sclerotics were of normal colour. Examina- 
tion of his chest revealed bilateral and symmetrical sibilant 
rhonchi with prolongation of expiration. The liver was palpabie 
on full inspiration. The edge was firm but not tender, while the 
surface of the liver was smooth. He was most temperate regard- 
ing his consumption of alcohol. The following investigations 
were carried out with negative results: urine; stool culture; 
stools for occult blood and intestinal parasites; radiological 
examination of the chest; liver function tests; complete blood 
picture. However, the pathologist revealed the presence of 
carotinaemia. The patient made a symptomatic and clinical 
improvement as regards his chest complaint, on phenobarbitone 
and ephedrine. He loathed carrots and never ate them. He was 
not particularly partial to oranges and only ate them occasionally, 
but eggs and green vegetables were plentiful in his mess. 


What struck me most in all three cases was the pigmenta- 
tion of the skin, which was particularly prominent on the 
face, palms of the hands, and soles of the feet, the normally 
coloured sclerotics and the normal urine. None of the 
patients were having mepacrine. In any case we were living 
in a non-malarial area. I feel that in all such cases the 
correct diagnosis should suggest itself at once. 

The brightness of the pigmentation of the skin and its 
widespread distribution might well have been associated with 
sunlight. Summer in Southern Japan is wellnigh perfect, 
and rarely if ever too hot in my experience for sunbathing 
either by itself or as an incident in sea bathing or sailing.— 
I am, etc., 
Hindhead, Surrey. J. Mackay-Dick. 

Scientific Exhibition 

Sir.—At the recent meeting of the B.M.A. in Dublin I was 
disturbed to find that the Association had inaugurated a so- 
called Scientific Exhibition. Taking a broad view I do not 
deny the educational value of such exhibits, but in actual 
fact it is difficult to put them on a level higher than propa- 
ganda. I do not criticize the exhibitors, because presumably 
they were invited to make their contributions and quite 
obviously they put in a great deal of work to make them so 
attractive. 

This practice of scientific exhibits seems to be an import 
from the United States of America, and reminds me of an 
occasion when attending a large inter-State medical meeting 
in that country I could afford to be amused at the “ scientific 
exhibition” where medical men stood at their stalls with 
revolving models to attract the eye (and admitted it), and 
handed out reprints on their latest operation. 

To cut the matter short, I suggest that, as the B.M.A. is a 
most responsible authority in our professional conduct, very 
serious consideration should be given to this matter by its 
Ethical Committee. There is undoubted value in these 
exhibits, but they should not be headed by individual names: 
it would be enough if they were in the name of a hospital 
or its special department, a practice which might avoid the 
indignity that could otherwise occur.—I am, etc., 

VERNON C. THOMPSON. 


London, W.1. 


College of General Practice 


Sir,—I have followed with great interest the correspond- 
ence and papers relating to the proposed founding of a 
College of General Practitioners. I am convinced that the 
only salvation for medicine in this country is a complete 
reorientation of our outlook as to the responsibilities and 
capabilities of the general practitioner, an outlook so sadly 
distorted by the advent of the National Health Service, built 
up, as it was, around the hospital instead of the family 
doctor. The present high cost of the service is surely largely 
occasioned by excessive administration and other overhead 
expenses resulting from the hospitals having to undertake 
work for which they were never intended and which could 
be done better, more cheaply, and more efficiently by general 
practitioners. 

By making full use of properly trained general practi- 
tioners as the basis of our medical structure, the over- 
crowding of hospital out-patient departments and excessive 
recourse to specialist consultations would be avoided. This 
demands direct access of the practitioner to x-ray and labor- 
atory facilities and his ability to appreciate the significance 
of the results reported—an ability which I am sure is not 
possessed by many of the present generation and which can 
only come by education and practice. 

In other words, we want a higher standard of general 
practice, with each practitioner undertaking all the work he 
can for each of his patients, which would result in a more 
satisfactory and satisfying medical service. The practitioner 
would again come into his own as the backbone of medical 
practice and his prestige in the public eye would again rise. 

Such an outlook demands initially a stimulus to, and an 
education of, the general practitioner such as could only 
result from the projected College.—I am, etc., 


South Shields. R. B. RAFFLE. 


Sir,—As an Australian who has been in general practice 
for more than 25 years, I would like to add my support to 
the formation of a College of General Practitioners. The 
article by Dr. John H. Hunt (Supplement, June 28, p. 335) 
sets out very clearly and fairly the possible duties and 
criteria for membership of such a College, and I am sure 
that it will receive considerable support from the profession 
in Australia. 

As a past president of two local medical associations in 
Australia and at present a country delegate to the N.S.W. 
Branch Council of the B.M.A., I feel I can speak with some 
knowledge of the thoughts and desires of the general practi- 
tioners in my country. 

If this College is to be founded soundly and expeditiously 
I trust the steering committee will enlist the support of the 
medical societies in Great Britain and give to those who 
practise in other parts of our great Commonwealth the 
opportunity to co-operate.—I am, etc., 

Cessnock, W. A. CONOLLY. 

New South Wales. 


Clinical Thermometry 


Sir,—With reference to the question and answer on 
p. 1418 (June 28), it has been my practice (ever since I have 
been in a position to do so) to instruct the nurses in my 
wards to follow the undermentioned procedure when taking 
a patient’s temperature: The thermometer must not be 
shaken below 98° F. ; it is placed in the mouth, axilla, groin, 
rectum, or elsewhere, as desired, and a reading taken after 
two minutes ; without shaking, the thermometer is replaced 
for a further two minutes ; if the two readings are identical, 
this is recorded as the correct temperature; if not, the 
thermometer is again replaced without shaking (this point 
has to be emphasized to many nurses) and readings taken 
every minute until two successive identical readings are 
obtained. This, in my opinion, is the only correct way 
to ensure that the right temperature is recorded. In my 
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experience, it is seldom necessary to keep the thermometer 
longer than five minutes, but the principle of two successive 
identical. readings should be followed in all cases neverthe- 
less.—I am, etc., 


Georgetown, British Guiana. N. N. lovetz-TERESHCHENKO. 


Peptic Ulcer in the East 


Sir,—Dr. Michael Flindt’s comments (August 9, p. 339) 
on Sir Arthur Porritt’s paper entitled “ A Gastric Gossip ” 
(July 19, p. 107) are very much to the point. Over 20 years’ 
experience of radiology in the Far East leave me in no 


doubt that the incidence of peptic ulceration in some, at ~ 


least, of the Asiatic races is at least as high as among 
Europeans. Chronic gastric ulcer and the acute haemor- 
rhage-producing erosion are common among the Chinese, 
as also is duodenal ulcer, especially in the clerical, business, 
and professional classes. 

The other point which interests Dr. Flindt is Sir Arthur’s 
statement that a change of residence from a temperate to 
a tropical climate reduces the chances of an individual 
developing peptic ulcer. This is not the case. The estab- 
lished case of peptic ulcer does no better in a tropical 
climate, and the ulcer-prone develop their ulcers as readily 
in Singapore as they do in London.—I an, etc., 


Omagh, Co. Tyrone. J. W. WINCHESTER. 


The Aged Sick 


Sirn—Dr. A. N. Exton-Smith, in his article concerning 
the aged sick (July 26, p. 182), states: ““One may note the 
smaller proportion of married patients in the 215 referred 
for hospital admission, compared with that of the general 
aged population. The high proportion of widows (69%) 
is also striking.” These proportions are given without 
further comment, and there is a possibility that the reader 
may infer they are of absolute significance and applicable 
generally. It should be pointed out, therefore, that Curran 
(Curran, M., et al., 1946, Lancet, 1, 149), investigating the 
marital status of 1,001 subjects of pensionable age who 
were not in hospital and not prospective in-patients (the 
majority were on poor relief), found a closely similar per- 
centage of widows (69.6%), and stated that this high per- 
centage was “the most remarkable feature ” of their study. 
In my own investigation of smaller samples, four groups 
of subjects—normal controls, residents in Eventide Homes, 
patients in a geriatric hospital, and elderly patients in a 
mental hospital—were studied, and, though the patients in 
the geriatric hospital contained a higher proportion of sub- 
jects in the widowed category than was found in the control 
group, the highest proportiof of subjects in each of the four 
groups was in the widowed category. The only statistically 
significant finding was*the high proportion of single subjects 
in the Eventide Homes compared with that found in the 
normal, control population.—I am, etc., 


Woodford Green, Essex. MAURICE SILVERMAN. 


Incidence of Types of Bact. Coli in Infantile 
Gastro-enteritis 


Sirn,—The articles by Drs. R. A. Shanks and L. P. 
Studzinski (July 19. p. 119) and Drs. I. A. B. Cathie and 
J. C. W. MacFarlane (October 27, 1951, p. 1002) have 
stressed, among other things, that in recent years there have 
been substantial numbers of cases of non-specific infantile 
gastro-enteritis in which serologically identifiable coliforms 
are absent. It has been mentioned by these authors that 
since 1949 there have been few large-scale epidemics of 
gastro-enteritis in this country and that most of the cases 
which -are now being investigated are of the sporadic type. 

Nearly all the work so far published on the association of 
Bact. coli with gastro-enteritis has dealt with two serological 
tynes—namelv. 0111 : B4 (type alpha or D433) and 055 : BS 
(type beta). However, in 1951 @rskov Acta path. microbiol. 
scand., 1951, 29. 373) showed that yet another type of Bact. 
coli—namely, 026 : B6—had been isolated from cases of 


infantile gastro-enteritis. This organism has since then been 
isolated by several workers in this country in similar cases. 
I have recently found Bact. coli 026 : B6 in many cases of 
enteritis in infants, and also in a boy of 11 years who had 
for some months been suffering from a non-specific enteritis, 
whose serum contained significant antibodies for. this parti- 
cular coliform. In addition a good deal of evidence has 
accumulated in recent years to show that there are at least 
two further serologically distinct types of Bact. coli, so far 
unclassified, which can be isolated from many cases of 
gastro-enteritis, but are absent in healthy controls. 

It is, therefore, quite likely that we are dealing not with 
a few isolated types of Bact. coli but with a whole group of 
these organisms, only some of whose members have so far 
been identified. Judging by the antigenic composition of the 
types which have been classified by Kauffmann, the presence 
of an envelope antigen of the B type seems to be a signifi- 
cant property which one may reasonably expect to find in 
other strains from similar sources. Until more is known 
about this whole group of coliform types I feel it is im- 
possible to assess the true frequency with which type-specific 
members of the coli group are found in cases of non-specific 
enteritis. All bacteriologists who have worked on this 
problem have found that the relative incidence of identifiable 
types of Bact. coli changes from month to month even in 
the same susceptible population. 

At the present time, when infantile gastro-enteritis in this 
country is confined to relatively small outbreaks, one might 
expect to find several types of coliforms rather than one or 
two predominant members, as was the case in the epidemic 
years of 1947 and 1948.—I am, etc., 

C. GILEs. 


Stoke-on-Trent. 


Basal Metabolism in Hypopituitarism 

Sir,—In reply to Dr. J. D. Robertson (August 2, p. 286), 
the basal metabolic rate of my patients was determined by 
the open circuit method. The expired air was collected in 
a Douglas bag and was analysed in a Haldane’s gas analysis 
apparatus. The normal standards employed were those 
taken from Sanborn’s Basal Metabolism as given by both 
Harrison’s Chemical Methods in Clinical Medicine (1949) 
and Beaumont and Dodd’s Recent Advances in Medicine. 
The calculation was based on actual weight. 

As pointed out in my article (July 19, p. 110), the basa} 
metabolic rate of each patient was determined on more than 
one occasion and there was little or no significant variation. 
The important point which I wished to stress was the fact 
that the basal metabolic rate may occasionally be quite 
normal in hypopituitarism. This is due to the fact that the 
degree of hypofunction of the thyroid, adrenal cortex, and 
gonads varies considerably from case to case.—I am, etc., 


Manchester. M. H. OELBAUM. 


Diet and Stamina 


Sir,—From time to time correspondence has appeared in 
a reputable daily newspaper suggesting lack of stamina and 
resistance in the people of this country, and suggesting that 
it is due to an inadequate meat ration. Last year it was 
threatened that we would not successfully withstand an in- 
fluenza epidemic, and now it is suggested our Olympic 
athletes could have done better had they had more meat. 
Since no dissenting voice appears to have been raised (or at 
least published), perhaps you will allow this one a little space 
in your columns, lest medical men, too, begin to believe 
that there is some scientific justification for this view. 

The daily requirement of so-called “ first-class” protein for a 
human being has been estimated at 60-70 grammes. This is 
obtainable mainly from meat, poultry, fish. eggs, milk, and milk 
products. If meat and eggs are only allowed to make up a small 
part of this total, or even if they are omitted altogether, there is 
nothing to show that the remaining items do not provide a com- 
plete and adequate source of first-class protein. All the 
“ essential " proteins are there in sufficient quantity. Vegetarians 
have lived for many years and have begotten and reared healthy 
children who have never eaten fish, fowl, or meat. There is no 
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evidence to show that they are less athletic or more liable to 
succumb to virus disease than anyone else. Such animal protein 
as they may consume is derived entirely from eggs, milk, and milk 
products. One subgroup of vegetarians—the vegans—contrary 
to the prognostications of the nutritionists, managed to survive 
without any first-class protein whatever. 


I should be very glad of a good scientific excuse to cam- 
paign for more meat on the grounds that our meagre ration 
was inimical to the health and physique of the nation. 
Medical men should, however, distinguish carefully between 
good scientific theory and wishful speculation before asso- 
ciating themselves with such a campaign. At the moment all 
that can be said is that a meat shortage is tedious and even 
monotonous to a people accustomed to relying on this com- 
modity. It does not mean that they cannot make do and 
be just as healthy and fit on what remains.—I am, etc., 


London, W.9. A. Lewis. 


Cortisone in Sjégren’s Disease 

Sir,—The report of the treatment of Sjégren’s - disease 
with A.C.T.H. by Drs. Ewan F. B. Cadman and A. John 
Robertson (July 12, p. 68) prompts me to report a similar 
case in which the eye symptoms were treated with cortisone 
applied locally. 

A woman aged 32 was first seen in December, 1950, complain- 
ing of pain in the chest and cough. She had suffered dryness of 
the eyes with a gritty feeling for many years and, as far back as 
she could remember, had dry lips, mouth, and throat. She had 
difficulty in swallowing bread or cereal foods. She had previously 
been diagnosed as kerato-conjunctivitis sicca, and her parotid 
glands had been treated with deep x-ray therapy in 1949. On 
examination of the buccal mucous membrane it was found to be 
dry, with a number of superficial ulcers. The left parotid gland 
was enlarged and she had the eye condition as described in this 
disease. The chest condition was found to be pulmonary tuber- 
culosis with cavitation. Investigations showed: E.S.R. (Wester- 
gren) 1 hour 106 mm., 2 hours 115 mm.; serum alkaline phos- 
phatase 4.0 units per 100 ml.; serum calcium. 11 mg.; serum 
phosphorus 3.2 mg.; blood sugar (2 hours after breakfast) 
105 mg.; blood count: R.B.C. 5,120,000 per c.mm., W.B.C. 
5,500, Hb 88% (lymphocytes 27%, monocytes 1%, neutrophils 
71%, eosinophils 1%). The red cells were normal, abnormal 
white cells not seen. Schirmer’s lacrimation test gave 3 minutes 
2 mm., 5 minutes 4 mm. After nasal stimulation with ammonia 
the values were for 5 minutes 4 mm. Normal control, for 
5 minutes 20 mm.; after nasal stimulation, 2 minutes 21 mm. 

The eyes were treated with cortisone drops (1:4) in normal 
‘saline with great relief. The patient entered a sanatorium in 
May, 1951, and the cortisone treatment was continued, the 
only therapy which gave relief. When last seen the eyes 
were a little better than they had been, but the patient stated 
that the cortisone was of great help in relieving the gritty 
feeling of the conjunctivae. The buccal condition remained 
the same. 

It is also of interest to note that Forestier and his col- 
leagues (Rev. Rhum., 1951, 18, 167) report a recent case of 
this disease associated with chronic progressive polyarthritis 
which responded temporarily both in rheumatic state and 
glandular condition to cortisone and A.C.T.H. in moderate 
dosage, given by intramuscular injection.—I am, etc., 

London, N.S. L. B. BourRNE. 


Wandering Spleen 

Sm—A Javanese woman, aged 20, married, with no 
children, reported to the out-patient department on Novem- 
ber 1. The history was of 10 years’ intermittent vague 
abdominal discomfort, and also a non-tender swelling in the 
left iliac fossa which was first noticed five years before and 
had been slowly enlarging ; no other symptoms were elicited. 
Previous medical history told of occasional bouts of malaria. 


On examination a soft, highly mobile mass could be palpated 
in the left iliac fossa, and could just be felt per rectum. Stool 
examination revealed an infestation with A. duodenale. Urine 
and blood examination were negative. Blood counts were normal. 

A tentative diagnosis of ovarian tumour was made, and on 
November 14 operation was performed. Under heavy nuper- 
caine spinal anaesthesia, the abdomen was opened through a 


left lower paramedian incision. On entering the peritoneal 
cavity a purplish mass was found lying in the left iliac fossa, 
which, on examination, proved to be an enlarged spleen sup- 
ported on a pedicle 8 in. (20 cm.) long; the suspensory ligament 
was absent. Splenectomy was performed with ease owing to the 
mobility, the only difficulty being the ligation of the splenic vein, 
which was extremely dilated and tortuous, with a very thin and 
friable wall. No other abnormality was found in the abdomen, 
which was then closed. 

The spleen, on examination, weighed 134 oz. (380 g.) and 
showed no naked-eye pathological changes except some venous 
engorgement. Owing to lack of facilities no histological exami- 
nation could be done. Except for a slight wound infection the 
patient made an uninterrupted recovery, and, to date, there have 
been no further complaints. 


I wish to record my thanks to the Director of Medical 
Services, North Bofheo, for permission to publish this case. 
—I am, etc., 

Tawau, North Borneo. 


Positive v. Negative Prints 


Sir,—It is time this controversy was settled ; nearly every- 
one to whom I have spoken prefers the positive. It is most 
confusing to have positives mixed in any one journal, so 
much so that the United States Year Book of Radiology— 
an excellent work—is prevented from summarizing papers in 
the Brit. J. Surg. and Brit. J. Radiol. My main objections to 
negative prints are as follows : 

(1) They appear unreal ; shadows are translucencies ; trans- 
lucencies are opacities. These appearances are readily grasped 
looking through the original film ; the sensation is altogether 
different. 

(2) With each printing there is a loss of definition, and the 
production of a positive means another printing ; the greatest 
loss is, of course, from film to print, when the skin contour is 
absent. 

(3) Those radiologists who supply prints of cases referred to 
them usually send positives, as being easier to understand. 

(4) The cost of a negative print is almost double that of a 
positive ; a small matter, save when a large number are wanted. 


—I am, etc., 
Birmingham, 28. 


H. W. WYILe. 


A. P. BERTWISTLE. 


Dupuytren’s Contracture 


Sir,—Mr. H. J. Richards’s article (June 21, p. 1328) and the 
letter of Mr. J. A. Ross (July 26, p. 232) prompt me to 
suggest that there is a definite difference between the actions 
of vitamin E in the natural and in the synthetic forms. As 
vitamin E is a slow-acting drug its action has to be judged 
over a period of months, if not years. My suspicions are 
that the effective dose of the synthetic product has to be very 
much greater than that of the natural product. 

My three cases of treatment of Dupuytren’s contracture 
with vitamin E natural product are too small to be of any 
statistical value, but each has benefited. 

It would be of universal interest if someone with sufficient 
cases of Dupuytren’s contracture to treat would try the effect 
of, say, 225 i.u. of natural vitamin E a day over a period 
of at least three months for comparison with Mr. Richards’s 
46 cases treated with 100 mg. twice daily of the synthetic 
product.—I am, etc., 


Monte Carlo. H. R. B. GiBson. 


POINTS FROM LETTERS 


Giant Gallstones 

Dr. W. W Kay (Epsom) writes: I have in my possession two 
gallstones approaching the giant class (August 2, p. 284). One is 
70 mm. long by 35 mm. diameter and weighs 43 g.; the other 
is 57 mm. long by 26 mm. diameter and weighs 21 g. Both 
appear to be casts of a gall-bladder, the larger one having a small 
facet at one end which suggests that there was a smaller stone, 
most probably at the cystic duct end of the gall-bladder. Both 
stones consist principally of cholesterol. The most interesting 
feature about both, however. is that they have been broken trans- 
versely almost about the middle when they had reached full size. 
As the result of the fracture smooth articular surfaces have 
developed, showing that the two portions have been rubbing 
against each other. 
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Obituary : 








O’DONEL BROWNE, Litt.D., M.B., M.A.O., 
F.R.C.P.L, F.R.C.0.G. 


The premature death of Professor O’Donel Browne, 
Master of the Rotunda Hospital and King’s professor 
of midwifery at Trinity College, Dublin, which occurred 
suddenly in Dublin on July 24 in his 50th year, is a 
distressing loss to the Dublin school and to obstetrics the 
world over. 

Born at Naas, Co. Kildare, on April 10, 1903, O’Donel 
Thornley Dodwell Browne was the only son of the late 
Dr. H. O’Donel Browne, a successful and . popular 
general practitioner with an extensive practice in the 
county. He was educated at Mourne Grange Prepara- 
tory School, Co. Down, and at Campbell College, Bel- 
fast. He was a good athlete at school and played for 
the Ulster rugby inter-provincial team. O’Donel Browne 
entered Trinity College, Dublin, in 1919, and graduated 
B.A. in 1922, proceeding M.A. in 1940. He took the 
degrees of M.B., B.Ch., B.A.O. in 1925, the L.M. in 
1926, and proceeded M.A.O. in 1941. He was elected 
F.R.C.P.I. in 1928 and F.R.C.O.G. in 1937. After 
being demonstrator in the School of Anatomy for two 
years he was appointed extern maternity assistant to 
the Rotunda Hospital in 1926, and in the following 
year became assistant master. His sound judgment, 
technical skill, and teaching ability marked him out 
as one whose future was assured, and on leaving the 
Rotunda he returned to his old hospital, Sir Patrick 
Dun’s, as assistant gynaecologist in 1931. He succeeded 
the late Professor T. Henry Wilson to the King’s pro- 
fessorship of midwifery at Trinity College, Dublin, in 
1936, and simultaneously to the position of gynaeco- 
logist to Sir Patrick Dun’s Hospital. 

In the 11 years which elapsed between his appoint- 
ment to the chair of midwifery and his election as 
Master of the Rotunda, O’Donel Browne made many 
contributions to obstetrics and gynaecology. He was 
a prolific writer ; his Manual of Practical Obstetrics has 
been widely used by students, and the 3rd edition is 
to be produced this year. His History of the Rotunda 
Hospital, 1745-1945, published in the year of the bi- 
centenary congress, gave a fascinating account of the 
development of obstetrics in the Rotunda over 200 
years, as well as an accurate and interesting description of 
the growth of the hospital. The most important contri- 
butions among the many papers he published and read 
were devoted to dysmenorrhoea, accidental haemor- 
rhage, and the toxaemias of pregnancy. 

O’Donel Browne was appointed Master to the 
Rotunda Hospital in 1947, and in the same year he 
received the degree of Litt.D. of the University of 
Dublin. He immediately devoted much of his energy 
to the reorganization of the statistical methods then 
in use and to extending the scope of the antenatal 
department, in which he organized a special clinic to 
ensure the early diagnosis and treatment of the tox- 
aemias of pregnancy. The success of the unit, in com- 
bination with his treatment of eclampsia, has been 
apparent im the greatly lowered incidence of eclampsia 
and the reduced death rate from it. Many structural 
additions were made to the Rotunda during his master- 
ship, including a new paediatric unit, the initiation and 
planning of which were in great part due to his energy 


and to his appreciation of the neonatal mortality prob- 
lems which existed in Dublin. Just before his death 
plans to extend the provision for antenatal beds were 
put into operation, involving the building of a third 
story to the Thomas Plunkett Cairnes (gynaecological) 
wing, which was built in 1895. 

O’Donel Browne was held in high regard by the 
obstetrical world, and in 1948 he delivered the Joseph 
Price Oration before the American Association of Obstet- 
ricians, Gynaecologists, and Abdominal Surgeons. Later 
the honorary fellowship of the association was conferred 
upon him. His colleagues on the council of the Royal 
College of Obstetricians and Gynaecologists appreciated 
his good judgment, and his advice was sought on a 
variety of problems. In spite of the volume of work 
which the mastership involved he attended the council 
meetings of the College with great regularity. 

Possessed of a fine physique, O’Donel Browne ex- 
celled at many sports. Of late years his interests were 
mainly in shooting and fishing, and he was also an 
expert in the training of gun dogs. His skill as a photo- 
grapher was evident in many of his medical communi-' 
cations. In 1929 he married Lorna, daughter of the late 
Dr. E. H. Tweedy, who survives him with one son and 
one daughter. 

The deep sense of personal loss that is felt by the 
medical and nursing staffs of the Rotunda testifies to 
his excellent qualities. Firm and inflexible when occa- 
sion demanded, O’Donel Browne was both kind and 
understanding. Respected. by his staff, he inspired con- 
fidence and was always ready fo praise others while 
minimizing his own achievements. An impressive 
memorial service was held in the Rotunda chapel, and 
the large attendance testified to the affection and respect 
in which. he was held by his colleagues and friends in 
Dublin. 


H. PERCY BENNETT, M.B., C.M. 


Mr. Hugh Percy Bennett, who died in hospital at New-. 
castle-upon-Tyne on July 20, after a very short illness, 
was well known in the north of England as an ophthal- 
mic surgeon of ability. He was born at Redcar, York- 
shire, in 1863, the son of the late Dr. James Bennett, 
who practised for many years in that town. When 
Mr. Bennett left school he was trained in estate manage- 
ment, but as he wanted to study medicine he went to. 
the University of Edinburgh and graduated M.B., C.M. 
in 1893. After holding house appointments at Edin- 
burgh Royal Infirmary he developed an interest in 
ophthalmology and went to the Royal London Ophthal- 
mic Hospital as clinical assistant. He then returned to 
the north and for three years practised in both ear, 
nose, and throat and ophthalmic surgery in South 
Shields. In 1900 he was appointed honorary surgeon to 
the Northumberland, Durham, and Newcastle Eye 
Infirmary, where the late Mr. A. S. Percival was his. 
colleague. He later moved to Newcastle and from 
then onwards devoted himself entirely to ophthalmology. 
In due time he became senior honorary surgeon, an 
appointment which he held until his ‘retirement from 
the active staff in 1934. To mark his long and faithful 
service to the institution he was appointed honorary 
consulting surgeon. 

Among his other appointments he was for many years 
an ophthalmic referee under the Workmen’s Compensa- 
tion Act and surgeon to the Ministry of Pensions Hos- 
pital at Dunston Hill. He had been a member of the 
Ophthalmological Society of the United Kingdom since 
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1897 and was a member of the North of England 
Ophthalmological Society. He was a vice-president of 
the ophthalmological section at the annual meeting of 
the British Medical Association held at Newcastle-upon- 
Tyne in 1921. In his early years Mr. Bennett contri- 
buted several articles to the medical press, and he 
designed the epilation forceps known by his name and 
still in comgnon use to-day. 

Mr. H. Vernon Ingram writes: Percy Bennett had a 
charming personality and was loved by his patients, both 
hospital and private. He inspired confidence and his ability 
was outstanding. His surgical technique, particularly in ex- 
tracting cataracts, was faultless, and it was a delight to watch 
him make a perfect limbal section with a Graefe knife. He 
invariably operated by the extracapsular method and his 
results were excellent. He married Miss Pease Thompson, 
of Darlington, in 1899, and the latter part of his life 
was saddened by her death in 1932. He never really 
adjusted himself to his loss, and when he retired from hos- 
pital work he spent most of his time at his house and in his 
garden at Whickham, and afterwards rarely attended any 
medical meeting. He had few hobbies apart from his work, 
though he enjoyed his game of golf and played regularly 
until five years ago. He was very fond of music and was a 
talented violinist in his youth. Mr. Bennett is survived by 
his only son, Mr. Hugh Bennett, to whom we extend our 
deepest sympathy. 





His many friends were grieved to learn of the untimely 
death of Dr. ALFRED SCHWEITZER, who was lost with a 
companion on the night of August 9 in a severe and unex- 
pected storm while making a crossing of the Massif de la 
Meije in the Dauphiné Alps. Dr. Schweitzer was born on 
March 3, 1909, and graduated M.D. from the University of 
Cologne in 1932. He came to this country about 1934 and 
at first worked with Professor Samson Wright on the trans- 
mission of nerve impulses in spinal reflex arcs and modi- 
fications of activities which could be induced by pharma- 
cological agents. He became a member of the staff of 
the physiology department of the Middlesex Hospital, taking 
the London Ph.D. in 1940, and later, in 1941, he moved to 
Leeds as lecturer in physiology. During the last war, apart 
from teaching, he was engaged with Professor A. Heming- 
way in assessing for the Forces the value of physical-fitness 
tests and the effect of muscular stress on heart output. 
Afterwards he collaborated with various colleagues in explor- 
ing the properties of the nerves in the carotid sinus region. 
Then, after his appointment as reader in physiology at 
University College, London, in 1947, in which year he took 
the London D.Sc., he extended these researches with the 
interesting possibility in mind that at least some carotid- 
body ‘reflexes might be initiated or modified by local altera- 
tions in the blood flow and blood distribution in the carotid 
body. His researches were marked by an imaginative 
approach to the problem in hand and by the application of 
carefully planned and dexterously applied operative methods. 
But Alfred Schweitzer will be remembered as much for the 
warmth and generosity of his personality as for the insight 
displayed in his scientific work. He had assimilated himself 
closely to this country and he had a real love for students 
and for teaching them. Many of them became his friends, 
as inevitably were the colleagues with whom he worked, 
and he interested them not only in medical studies but in 
the wider fields of music and of art. He was an accom- 
plished violinist himself. It is tragic that a career of such 
rich achievement and promise should have been cut short 
during a holiday which Schweitzer had expected would give 
him fresh strength of body and spirit for the coming winter. 
He leaves a widow and two young children —A. H. 


By the death of Dr. Jos—EpH NUNAN on August 9 at the 
age of 72 the medical profession in Sheffield has lost one 
of its outstanding practitioners. Dr. Nunan was born in 
1879 and was educated at Queen’s College, Cork, graduating 
M.B., B.Ch. of the Royal University of Ireland in 1907. 


After serving in the R.A.M.C. during the war of 1914-18 
Nunan returned to Sheffield to carry on his general practice. 
A man of striking personality and possessed of an insatiable 
zest for work, he soon found many calls for his services, 
both in his practice and in other interests, and there was 
hardly any department in the medical life of Sheffield in 
which he did not make his presence felt. Always a staunch 
B.M.A. man, Nunan was chairman of the Sheffield Division 
in 1929-30, and for practically the whole of his working 
life he was an active member of the local executive com- 
mittee. Also for several years he was one of Sheffield’s 
representatives at the Annual Representative Meeting of 
the B.M.A. He was joint honorary secretary of the Division 
from 1939 to 1943 and honorary secretary from 1943 to 1945. 
During the last war he was induced to accept the acting 
secretaryship of the local panel committee, in the absence 
of the secretary on active service, and he continued to act 
in that capacity until the demise of the committee in 1948. 
He decided not to stand for election to the new local medical 
committee, but the committee invited him to serve on it 
as a co-opted member, and this he did up to the time of 
his death. In various other ways he gave freely of his ser- 
vices for the good of his fellow practitioners, who are deeply 
indebted to him for his many good offices. Medical life in 
Sheffield was greatly enriched by his presence. In spite of 
his varied activities he conducted a large practice, and his 
wise counsel and friendly help will be missed by a large 
section of the community. A man of strong religious con- 
victions, he was fearless in debate, and his obvious sincerity 
added weight and dignity to his opinions. To those who 
were privileged to know him personally two characteristics 
stood out—his absolute integrity of purpose and his unfail- 
ing courtesy. He was generous almost to a fault, and no 
deserving appeal failed to receive his support. Nunan will 
be sadly missed. The sympathy of all his friends is extended 
to his widow and family.—J. M. 

Dr. FANNY May WHITTAKER—She was known as Dr. Mary 
Whittaker—who died on July 15 at Toronto, Canada, studied 
medicine at King’s College, London, and at Charing Cross 
Hospital, qualifying M.R.C.S., L.R.C.P. in 1924. Immedi- 
ately after qualification she obtained the appointment of 
medical superintendent of Grace Hospital, a Salvation Army 
hospital in Winnipeg, Canada. She held the post for seven 
years and then settled in practice at Toronto. During the 
war of 1914-18, before she began her medical training, 
Dr. Whittaker served with the Salvation Army in France 
for over four years, and for her work there she was 
appointed M.B.E. We are indebted to Dr. Frances E. 
Smith for the following appreciation: My first sight of 
Mary Whittaker was in 1919, when King’s College was 
flooded with ex-Service men and women. She had a 
marvellous memory and never took notes at lectures. 
Years later we would argue over some point (anatomical 
or surgical), and she would say, “Yes, but don’t you 
remember at out-patients, Mr. So-and-so said...” but I 
had forgotten. She secured the primary F.R.C.S., and, after 
qualifying in 1924, disappeared to Canada, to the disappoint- 
ment of her colleagues at Charing Cross Hospital, and we 
discovered that she was in charge of the Grace Hospital, 
Winnipeg, a general hospital and the third largest in the 
city. She remained there for seven years, and during that 
time three or four of us went to work with her at different 
times. The work was varied and always interesting, and 
included the usual large proportion of midwifery cases 
catered for by all Canadian hospitals. A constant stream 
of interesting people called or stayed at the hospital. In 
1930 the British Medical Association held its annual meet- 
ing at Winnipeg, and several of the visitors from England 
stayed with us. At other times the hospital seemed a port 
of call for many passing across Canada who were old 
friends of Dr. Whittaker or who were connected with the 
Salvation Army. From 1932 until her last illness Dr. 
Whittaker practised in Toronto. and we exchanged many 
interesting letters describing our cases. She was divisional 
surgeon for the St. John Ambulance Brigace during the 








_ || 


Hos] 
Tegul 
(gene 
regis! 
surge 
revisi 
year: 
for s 
Dove 
temp 
office: 
Nortt 
Surre: 
year; 
(gener 
Leices 
montt 
month 
Dulwi 
TeVisio 
year ; 








Aue. .23, 1952 


MEDICO-LEGAL 


MEDICAL JOURNAL 449 





last war. By nature she was quiet and a wonderful listener 
to other people’s troubles. She did much to alleviate the 
suffering of others. Her chief hobby was animals: a 
Pekinese dog in Winnipeg and one or two dogs and prize 
cats in Toronto. 





Medico-Legal 








IMPRISONMENT FOR FRAUD 
[From Our MEDIcOo-LEGAL CORRESPONDENT] 
Alfred Charles Summerfield, alias Francis Samuel Candle, 
was last year convicted’ of fraud at Plymouth Quarter 
Sessions, and sentenced to four years’ imprisonment after 
twelve other offences had been taken into consideration. 

He had set himself up at Whitchurch, Devon, as an osteo- 
path. The swindle of which he was convicted was the 
obtaining of a cheque for £1,000 as a subscription to the 
““New Heala Association,” which he represented to be a 
company registered under the Companies Acts in 1943 with 
a nominal capital of £5,000, of which £2,500 or thereabouts 
had already been subscribed, and to which he invited 
interested parties desiring a small safe and secure investment, 
carrying with it a good return for their money, to subscribe. 

In fact the “association” had no funds apart from the 
balance of the £1,000 cheque in respect of which he was 
convicted. 

The ostensible objects of the “ association ” were to secure 
legal recognition for the work of “ unorthodox practitioners,” 
including all “professional people outside the General 
Medical Council of London,” and all interested in “ the 
furtherance of osteopathy, nature cure, dietetics, massage, 
homoeopaths, herbalists, chiropodists, physiotherapists, and 
others.” There was to be membership including a pro- 
ficiency certificate for £1 1s., plus £2 2s. annual subscription. 
Lay members were to pay £1 1s. a year only for membership, 
and 5s. for a certificate of membership. Subscriptions and 
gifts were to be sought for the establishment of osteopathic 
hospitals and clinics all over England, and training establish- 
ments were to be set up, the “Collegiate Scholastic Side ” 
being already “ under way in seven different languages.” 

The “association’s” first object was to raise £1,000 to 
present a Bill to Parliament for recognition, and further 
information was to be had from “the chairman and 
managing director of the association, A. C. Summerfield, 
D.O., U.S.A.” 

Summerfield told everybody whom he met in Whitchurch 
that he was a doctor. 


1 Tavistock Times, October 12, 1951. 








Universities and Colleges 








ROYAL COLLEGE OF SURGEONS OF ENGLAND 


Hospitals were recognized under paragraph 23 of the F.R.C.S. 
regulations as follows: Bradford Royal Infirmary, two registrars 
(general surgery), for 12 months; for periods of six months, 
registrar (orthopaedic and casualty), two house officers (general 
surgery), two house officers (orthopaedic and casualty) (decennial 
revision). Chester Royal Infirmary, surgical registrar, for one 
year; orthopaedic registrar, for six months; two house-surgeons, 
for six months (decennial revision). Royal Victoria Hospital, 
Dover, senior house-surgeon, for six months (confirmation of 
temporary recognition). Dryburn Hospital, Durham, senior house 
officer and house-surgeon, both for six months. Gravesend and 
North Kent Hospital, first house-surgeon, for six months. Royal 
Surrey County Hospital, Guildford, surgical registrar, for one 
year; for six months, orthopaedic registrar, two house-surgeons, 
{general surgery), orthopaedic house-surgeon (decennial revision). 
Leicester General Hospital, two senior house officers. for six 
months. Bethnal Green Hospital, two registrars, for twelve 
months; two house-surgeons, for six months (decennial revision). 
Dulwich Hospital, surgical registrar, for six months (decennial 
revision). Lambeth Hospital, two surgical registrars, for one 
‘year; three house-surgeons, for six months (decennial revision). 


Mile End Hospital, two surgical registrars and one house-surgeon, — 


all for six months (decennial revision). Prince of Wales’s 
Hospital, Tottenham, surgical registrar, for 12 months; junior 
surgical registrar (senior house officer), for six months ; two house- 
surgeons, for six months (decennial revision). St. Andrew’s 
Hospital, Bow, surgical registrar (general), for twelve months; 
surgical registrar (orthopaedic and traumatic), for twelve months; 
three house-surgeons, all for six months (decennial revision). 
St. Giles’ Hospital, Camberwell, orthopaedic registrar, for six 
months, and (until July 31, 1953) surgical registrar, for six 
months (decennial revision). St. James’ Hospital, Balham, for 
twelve months, four surgical registrars; registrar (orthopaedic), 
registrar (genito-urinary); for six months, four house-surgeons 
(general surgery); house-surgeon to genito-urinary unit ; house- 
surgeon to orthopaedic unit; under paragraph 23b, registrar, 
ophthalmic unit (decennial revision). Withington Hospital Man- 
chester, senior surgical registrar, for one year; for six months, 
surgical registrar ; three senior house officers ; three house-surgeons 
(decennial revision). Manor Hospital, Nuneaton, house-surgeon 
(general surgery) ; senior house-surgeon (orthopaedics) both for six 
months. George Eliot Hospital, Nuneaton, surgical registrar, for 
six months. St. Bartholomew’s Hospital, Rochester, additional 
recognition, orthopaedic house-surgeon, for six months. Old- 
church County Hospital, Romford, general surgery, three 
registrars, for twelve months; three house-surgeons, for six 
months ; neurosurgery, one registrar and one house-surgeon, both 
for six months; orthopaedic, two registrars and one house- 
surgeon, all for six months. Queen Mary’s Hospital, Sidcup, 
additional recognition, resident surgical officer, for six months. 
West Bromwich and District Hospital, confirmation of temporary 
recognition, resident surgical officer, for six months. 





Vital Statistics 








Poliomyelitis 


Poliomyelitis notifications (uncorrected) in the week ending 
August 9 (32nd week of the year) were as follows: paralytic, 
167 (139); non-paralytic, 83 (91); total, 250 (230). This is 
an increase of 20 compared with the previous week, the 
figures for which are in parentheses. Up to and including 
the week ending August 9 the overall uncorrected notifica- 
tion rate for England and Wales was 4.36 per 100,000. 

A detailed review of the outbreaks of poliomyelitis during 
1947-50 has been made by Dr. Logan in the Monthly 
Bulletin of the Ministry of Health (July, 1952). It was 
referred to in a leading article in the Journal of August 16 
(p. 378), and some further details from it are given below. 

The incidence of cases and of deaths, in age groups, was 
higher among males than females. The mean annual! notifi- 
cation rate was 157 per million for males and 116 for 
females. The fatality rate was slightly higher for males 
(10.4%) than for females (9.7%). The age distribution of 
notifications was similar for both sexes; the rate during 
the first year of life was 32 per 100,000 for males and 28 
for females, and the rate rose at ages 1-2 to 66 for males 
and 57 for females. From this age the rate declined with 
increasing age, and at ages over 25 the rates were 4 for 
males and 3 for females. The fatality rate per 100 cases 
in the first year of life was 12.3 for males and 12.7 for 
females ; the rate fell to 4.8 for males and 4.2 for females 
at ages 3-4, and then gradually rose to 25.5 for males and 
19.3 for females at ages 25 and over. The low notification 
rate in infancy is probably due to the lack of recognition 
of non-paralytic cases. 

No consistent geographical differences appeared in the 
trends of the incidence during the three large. outbreaks. 
Three of the geographical regions had the highest notifica- 
tion rate in one of the three years and the lowest in another 
of these years. The median age of attack for 1946-50 
tended to be lower in the southern section of the country 
than in the northern. The median age of notified cases was 
highest in the geographical regions with the lowest infant 
mortality, and it was lower in, the large towns than in the 
rural districts. 

A considerable shift has occurred in the age distribution 
of the disease during recent years. The median age of male 
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cases in 1944-50 was 8.46 years and of female cases 9.15 
years, while in 1912-19 the median ages were 3.93 years for 
males and 3.90 years for females. 

The interval between onset of disease and death was 
known for I11 fatal cases of poliomyelitis in 1950; 53 
persons died within one week of onset and a further 27 
died within one month. 


Paratyphoid Fever 


The incidence of paratyphoid fever in England and Wales 
is the highest for recent years. In the week ending July 26 
(No. 30) 75 cases were notified, in the following week 130, 
and 62 in the week ending August 9. The trend of the 
incidence has been dominated by the experience of Wales, 
where 327 cases have been notified in the past 12 weeks. The 
outbreaks in the Principality have been centred on the three 
counties of Glamorgan, Monmouth, and Brecknock. The 
first outbreaks occurred during the week ending May 17. in 
Glamorgan and Monmouth. In Monmouth the outbreak 
lasted three weeks, with 5, 15, and 16 notifications. This 
outbreak was practically confined to two areas, Bedwellty 
U.D. and Mynyddislwyn U.D., with 15 cases in each. In 
Glamorganshire paratyphoid fever has persisted, and the 
trend has shown three distinct peaks. The first period lasted 
one month, with 9, 28, 17, and 4 notifications ; the principal 
centre of infection was Gelligaer U.D., where 36 of the 58 
cases were notified. During the next six weeks the notifica- 
tions were 13, 23, 10, 6, 6, and 6; these cases were fairly 
widely dispersed through the county, the 23 notifications 
during the week ending June 21 involving 8 areas. During 
the week ending July 26 the notifications rose to 31 and 
then fell to 19 in the following week ; 28 of these 50 cases 
were notified in the Pontardawe R.D. Paratyphoid fever 
appeared in the county of Brecknock during the week ending 
July 26, with 12 notifications in Ystradgynlais R.D. In the 
following week 100 cases were notified, Brecknock M.B. 80 
and Brecknock R.D. 20. 


[See also annotation at p. 435.} 


Week Ending August 9 


The notifications of infectious diseases in England and 
Wales during the week included: scarlet fever 720, whoop- 
ing-cough 1,766, diphtheria 19, measles 7.010, acute polio- 
myelitis 250, dysentery 119, paratyphoid fever 62, and 
typhoid fever 4. ; 

Infectious Diseases 


Infectious diseases were less prevalent in England and 
Wales during the week ending August 2. Decreases were 
recorded in the number of notifications of scarlet fever 176, 
measles 54, dysentery 42, and acute poliomyelitis 23. The 
only rise of any size was 55 for paratyphoid fever. 

The largest falls in the incidence of scarlet fever were 
Warwickshire 41 and Lancashire 32. The largest fluctua- 
tions in the local trends of measles were increases in 
London 100 and Essex 96 and decreases in Lancashire 191 
and Norfolk 84. There were 2 more notifications of 
whooping-cough than in the preceding week and no large 
fluctuations occurred in the local trends. Notifications of 
diphtheria numbered 2 fewer than in the previous week. 

The notifications of acute poliomyelitis were 18 fewer for 
paralytic cases and 5 fewer for non-paralytic cases than in 
the preceding week. The largest returns were London 30 
(Wandsworth 5, Stepney 4, Battersea 3), Yorkshire West 
Riding 20 (Leeds C.B. 7, York C.B. 3, Thorne R.D. 3), 
Essex 17 (Southend-on-Sea C.B. 5), Durham 16 (Gateshead 
C.B. 5, Sunderland C.B. 3), Lancashire 14 (Liverpool C.B. 
3, Manchester C.B. 3), Warwickshire 11 (Birmingham C.B. 
9), Staffordshire 10. 

For the first week since the autumn of 1949 the notifica- 
tions of dysentery fell below 100. The largest returns during 
the week were Yorkshire West Riding 16 (Leeds C.B. 9), 
London 13, Lancashire 13, Salop 11 (Atcham R.D. 11). 

For the first week for two years no deaths were registered 
from influenza in the great towns. 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported during the nine years 
1943-51 are shown thus ------- , the figures for 1952 
thus ——————. Except for the curves showing notifica- 
tions in 1952, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British Isles for week ending August 2 (No. 31) 
and corresponding week 1951. 


Figures of cases are for the countries shown and London administrative 
county. Figures of deaths and births are for the 160 great towns in 
England and Wales (London included), London administrative county, the 
17 principal towns in Scotland, the 10 principal towns in Northern Ireland, 
and the 14 principal towns in Eire. 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 









































CASES 1952 1951 
in Countries Sgigic/ s | gsigiclé 
and London | #= | §& 3 ~i/S1ee slsicis 
} os | 4 Zz | a al/as;z/a 
Diphtheria... 19] 0 11] 0 33} 1) 5| of 2 
Dysentery .. 93] 13] 52} 2} 2f 193) 46] 79) 1 
Encephalitis, acute 8} 0 0| 0 8} 1) O| OF 1 
Enteric fever: 
Typhoid .. ica | 0} 6«O 4 0 1 1 1 
Paratyphoid ai 130} 2! 2(B)} 0 34 5) 3(B) 1 
Food-poisoning .. 164 9| 9 116] 16 12 
Infective enteritis or 
hoea under 
2 years .. ei 19; 30 16; 59 


























Measles* 7,309, 944) 55) 78) 268] 4,944) 93) 88] 172) 145 
Meningococcal infec- | 

tion ‘is oa 20; 2 10} O 29} +2) 12) 2} 2 
Ophthalmia neona- } 

torum.. a 34, 4 20) #1 31 3} 9 2 
Pneumoniat ae 227| +13) 107; 2 312} 13) 100; 1 
PeBesaelidte, acute: , 

aralytic ue 139} 15 55 7 
Non-paralytic .. 91) 15 aL q 2 62 4} 15) 6 











Puerperal! fever§ 
Scarlet fever ay 





227| 40] 12} 3) if 167) 17) 9 4 

997] 85} 98) 20) 42] 646; 49) 102) 14) 39 
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| 96| 36) 136} 33 

| 29} 93 4s| ~4 

2,042; 110] 116} 60] 127] 2,905) 146| 316| 66] 100 
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1952 A 1951 
DEATHS a? oo 3 . 
in Great Towns | ws | E | |= lel] we g 3 g 2 
e/Q,/2/2|a ein 'A|Z/M 
Diphtheria... | of | 0 0} Oo OF O Oo 
Dysentery .. ‘a 0! a | 0 | 0 0 
Encephalitis, acute | | 0| | | 0} 0 
Enteric fever wa | 0! 0| | 0 0 60} OF OO 
Infective enteritis or | | | ly 
we under | , | at ; 
years oe | 6 5; 1 
Influenza | o o | 0 4 0) OF OF | 
Measles ..  ... | | a) | 0 1} Oo 9 0 
Meningococcal infec- = | 
tion - : | 0; eS 
Pneumonia | 123] 13] =| 5 124, 14 | 9} 7 
Poliomyelitis, acute 10, 1 a 3) 0) | 0 
Scarlet fever 0 | «€ 0 0 0| 0 
H f ——/ 2 | | 
ba rn men | P | | P ds 
espiratory Kale” if 16 1 18| 24 
Non-respiratory. . |} asi i} 3} 1 } weit 4| Ss & 3 
. ' fen - | =_ = 
Whooping-cough .. | 0 | 0 4 9 I so 
Deaths 0-1 year .. | 185/27 23} 6 182) 22| 29, | 13 
Deaths (excluding | | 
stillbirths) .. | 4,099| 611] 440| 87 3,961, 645| 475| 92| 154 
LIVE BIRTHS .. | 7,860|1178) 888) 230 7,283 1199 844 221) 386 
STILLBIRTHS ..| 175) 21| 23 171, 22) 31) | 














* Measles not notifiable in_ Scotland, whence returns are approximate. 
ft Includes primary and influenzal pneumonia. 
§ Includes puerperal pyrexia. 


Medical News 








Sir Charles James Martin Research Fellowships.—The 
National Health and Medical Research Council of Australia 
announced recently the establishment of two _ research 
fellowships in medical science to be known as the “ The 
Sir Charles James Martin Research Fellowships” to be 
awarded periodically to young Australians to give them 
overseas experience. 

This announcement of the Fellowships was accompanied 
by an illuminated address to Sir Charles, which read : 


In this Jubilee year of the Australian Commonwealth and of 
your election to the Royal Society, the medical research workers 
of Australia are honoured to send you their greetings and to 
express their admiration and affection. Your work and teaching 
in Australian institutions laid a solid foundation to research in 
this country, and your example and encouragement stimulated 
its progress during its formative years. Your inspiration still 
permeates its whole fabric and you are remembered by Australian 
workers as one of their most distinguished Masters. As a tribute 
to your great work as a scientist and teacher this Council has 
established two fellowships in Medical Science. .. . 


In forwarding this Illuminated Address, Mr. Menzies, the 
Prime. Minister, sent a covering letter, saying: 

I take this opportunity on the occasion of the Jubilee Year, 
which I understand is also your “ jubilee ’’ as a Fellow of the 
Royal Society, to extend to you the greetings and good wishes 
of medical research workers throughout the Commonwealth. 

The National Health and Medical Research Council of Australia 
has created two new fellowships which are to be known as 
C. J. Martin Fellowships. These will be a memorial to your 
efforts over the years to encourage medical research. 

As a further mark of the esteem in which you are held in 
Australia the National Health and Medical Research Council has 
prepared the enclosed Memorial Letter signed by the members of 
the Council and the Medical Research Advisory Committee on 
behalf of the research workers in Australia. 


Fire Research, 1951.—The annual report of the Fire Re- 
search Board, published under this title on August 13 
(H.M.S.O., 1952, price 2s.), describes much research in pro- 
gress on the way fires are started and spread. It is interest- 
ing to note that television sets represent a new fire hazard, 
though a decreasing one: during 1950 seven fires in the 
Sutton Coldfield area (or 0.8 per 10‘ sets at risk) were caused 
by faulty television sets, and 73 in the Alexandra Palace 
area (2.4 per 10‘) which has a greater proportion of the 
older sets. In the whole United Kingdom the risk dropped 
from 6.4 to 2.1 outbreaks per 10* sets in the years 1947-50. 


Bicentenary of John Sheldon.—We commemorated on 
July 5 (p. 36) the two hundredth anniversary of the birth of 
that original character the eighteenth-century surgeon John 
Sheldon, the first Englishman to ascend in a balloon, and 
the inventor of a poisoned harpoon for catching whales, who 
kept the embalmed body of his mistress in his bedroom until 
his wife “turned her out.” The Rector of Combe Raleigh, 
Honiton, Devon, writes to inform us that Sheldon became 
surgeon to the Devon and Exeter Hospital in 1797, and died 
in his cottage on the Exe, being buried at Combe Raleigh. 
His wife put up a memorial tablet on the south wall of the 
church. It reads : 

Conjugal affection raises this marble to the memory of John 
She'don. Esquire, Surgeon, F.R.S. and Professor of Anatomy in 
the Royal Academy. Rapidity of conception, regulated by sound 
judgment, and profound skill, ranked him among the ablest 
rractitioners of the age. Nor was he less celebrated for general 
knowledge. Simple elegance of manners, and dignity of deport- 
ment united in a benevolent heart, endeared him to man, as 
closely unaffected piety commended him to God. Died October 
8, 1808, aged 56 years. 


Van Meter Prize Award.—The American Goiter Associa- 
tion again offers the Van Meter Prize Award of $300 and 
two honourable mentions for the best essays submitted con- 
cerning original work on problems related to the thyroid 
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gland. The award will be made at the annual meeting of 
the association, which will be held in Chicago, Illinois, May 
7, 8, and 9, 1953, provided essays of sufficient merit are 
presented in competition. The competing essays may cover 
either clinical or research investigations ; should not exceed 
3,000 words in length ; must be presented in English ; and 
a typewritten double-spaced copy in duplicate sent to the 
Corresponding Secretary, Dr. George C. Shivers, 100, East 
Saint Vrain Street, Colorado Springs, Colorado, not later 
than February 15, 1953. The essay will be published in the 
annual Proceedings of the Association. ; 


NEW ISSUES 


Archives of Disease in Childhood.—The next issue of this 
journal (Vol. 27, No. 134) will be available in a week’s time. 
The principal contents include: 


THe Nepurotric SYNDROME IN CHILDREN TREATED WITH A.C.T.H. 
AND Cortisone.. M. Frances McCall, Alan Ross, Basil 
Wolman, Angela D. Burns, Eleanor M. Harpur, and Alton 
Goldbloom. 

CorTISONE TREATMENT OF NepHROsIS. Gavin C. Ameil, H. 
Ellis, and C. Wilson. 

RETROLENTAL Fipropiasia. Eirlys Jefferson. 

A COMPARATIVE STUDY OF THE CIRCULATION EOSINOPHIL LEVEL 
IN PREMATURE AND FULL-TIME BaBies. Joan M. Burrell. 

GaLacrosaEMiA. P. T. Bray, R. J. Isaac, and A. G. Watkins. 

PaPeR CHROMATOGRAPHIC. INVESTIGATIONS. H. Bickel and 
Evelyn M. Hickmans. 

Po.tyostoric Fiprous Dyspiasia. R. H. Vines. 

Cystinosis. D. A. J. Williamson. 

TORSION OF THE Ovary IN CHILDHOOD. Selwyn Taylor. 

CHRONIC PANCREATITIS IN CHILDHOOD. Theodore James. 

SuccESSFUL REMOVAL OF ANTERIOR MEDIASTINAL TERATOMA FROM 
AN INFANT. F. Starer. 

HAeMATOGENOUS OsTEITIS OF INFANCY. Wallace M. Dennison 
and Duncan A. Macpherson. 

RADIOGRAPHS OF THE HAND AS AN INDEX OF SKELETAL MATURITY 
IN INFANTS. Roy M. Acheson. 

EVIDENCE OF POST-NATAL ENVIRONMENTAL INFLUENCE IN THE 
AETIOLOGY OF INFANTILE PyLoric STENOSIS. Thomas 
McKeown, Brian MacMahon, and R. G. Record. 

HaND-SCHULLER-CHRISTIAN DISEASE IN INFANCY. F. W. Nash 
and J. B. Cavanagh. 

PAROXYSMAL TACHYCARDIA IN INFANCY. H. G. Farquhar. 

THe RESTORATION OF NORMAL BREATHING IN ASTHMATIC 
Cuitpren. Arnold A. Nove. 


Issued six times a year ; annual subscription £3 3s., single 
copy 12s. 6d.; obtainable from the Publishing Manager, 
B.M.A. House, Tavistock Square, London, W.C.1. 


Medical and Biological Illustration.—The next issue of 
this journal (Vol. 2, No. 3) will be available in a week’s time. 
The principal contents include: 


GRENZ RADIOGRAPHY. 
THe Decorated Woopcut INITIALS OF VESALIUS’ FABRICA. 
Robert Ollerenshaw. 
CO-OPERATION BETWEEN AUTHOR, PUBLISHER, AND ILLUSTRATOR. 
Muriel McLatchie Miller. 
PREPARING ILLUSTRATIONS FOR HALF-TONE REPRODUCTION. 
Douglas J. Kidd. 
Gross SPECIMEN PHoToGRAPHY. William L. M. Martinsen. 
THe DuGuiIp-YOUNG TECHNIQUE FOR MAKING PLASTIC SPECIMEN 
Containers. C. J. Hackett and W. A. Norman. 
MEDICAL APPLICATION OF PHASE-CONTRAST Microscopy. R. J. V. 
Pulvertaft. 
EQUIPMENT AND METHODs: 
PHOTOGRAPHING GLASS AND PERSPEX FOR PUBLICATION. 
REFLECTOR ATTACHMENT FOR A HEAD-REST. 
A FounNrTAIN-PEN FOR CHANCERY SCRIPT. 
THREE-WAY SPIRIT-LEVEL. 
** MaKE-uP ” FOR COLOUR PHOTOGRAPHY OF DISSECTIONS. 
MatTT-Box AND Hoop FoR THE CINE-KODAK SPECIAL. 
PATERSON VIEWER FOR TWO-INCH SLIDES. 
CorFIELD CONTACT PRINTER. 
A NOMOGRAM FOR FLASH-GUIDE NUMBERS. 


Issued quarterly ; annual subscription £2 2s., single copy 
12s. 6d.; obtainable from the Publishing Manager, B.M.A. 
House, Tavistock Square, London, W.C.1. 


COMING EVENTS i 


Tropical Medicine at Istanbul.—The fifth international 
congress of tropical medicine and malaria will be held at 


Istanbul from August 28 to September 4, 1953. Sections 


are planned on malaria, trypanosomiasis, filariasis, rickettsial 
diseases, virus diseases, schistosomiasis, and nutrition. De- 
tails from the secretary-general, Professor Ihsan Siikrii 
Aksel, Beyoglu, Tunel Meydani No. 2, Istanbul, Turkey. 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures. 
marked @. Application should be made first to the institution 
concerned. 
Tuesday, August 26 
SOcIETY FOR THE STuDY OF ApDpDIcTION.—At Medical Society of 
London, 11, Chandos Street, Cavendish Square, W., 8 p.m., 
“* Analysis and Comparison of Three Treatment Measures for 
Alcoholism: Antabuse, the Alcoholics Anonymous Approach, 
and Psychotherapy,” by Mr. F. T. Chambers, Jr. (Philadelphia). 





APPOINTMENTS 


KNIGHT, GEOFFREY W., M.B., Ch.B., D.P.H., Medical Officer of Healthr 
for the Rural Districts of Tamworth and Meriden and Area Medical Officer, 
Warwickshire County Council. 

LeacH, IRENE Mary, M.B., Ch.B., D.C.H., Assistant Medical Officer of 
Health, City of Bath. 

MANCHESTER REGIONAL HospiTat Boarp.—Consultant Orthopaedic Surgeon 
in charge of Orthopaedic and Accident Services in North Manchester Hos- 
pitals and Booth Hall Children’s Hospital, C. H. Cullen, M.Ch., F.R.C.S. 
Consultant (Assistant) Orthopaedic and Accident Surgeon, North Manchester 
Hospitals, with main duties at Ancoats Hospital, H. Bolton, M.B., Ch.B., 
F.R.C.S. Consultant (Assistant) Orthopaedic and Accident Surgeon, Pres- 
ton and Chorley Hospitals, N. A. G. Covell, M.Ch.Orth., F.R.C.S.Ed. 
Consultant Assistant Orthopaedic Surgeon, Blackburn and District Hospitals, 
J. B. Jack, M.B., Ch.B., F.R.F.P.S., F.R.C.S.Ed. Consultant (Assistant) 
Orthopaedic Surgeon, Bolton and District Hospitals, M. E. Winston, M.B., 
Ch.B., F.R.C.S.Ed. Consultant Physician (Rehabilitation and Physicat 
Medicine), Devonshire Royal Hospital, Buxton, R. Harris, M.D., D.Phys.Med. 
Assistant Venereologist, St. Luke’s Clinic, Manchester, F. Lanceley, M.B., 


Prince, G. S., M.B., B.Ch., M.R.C.P.I., D.P.M., Part-time Psychiatrist 
(Consultant), Woodberry Down Health Centre, North-east Metropolitan 
Regional Hospital Board. 

SOUTH-WESTERN REGIONAL HospPitat BoarD.—Surgical Registrar to Bath 
Group of Hospitals, lan Lindsay, M.B., Ch.B., F.R.C.S. Senior Surgical 
Registrar (from March 1, 1953), C. R. Neve, M.B., B.S., F.R.C.S.  Assis- 
tant Anaesthetist to Bath Clinical Area, M. J. McSwiney, M.B., B.Ch. 
Assistant Clinical Pathologist to North Gloucestershire Clinical Area, H. M. 
Nevin, M.B., B.Ch., D.P.H., D.T.M., D.T.H. 


™ 


BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Cumming.—On August 4, 1952, at the Queen Elizabeth Hospital, Birming- 
ham, to Jean (formerly Peasnell), M.B., Ch.B., wife of Gordon Cum- 
ming, 3.Sc., Ph.D., A.R.I.C., A.C.T.(Birm.), a son—Alasdair Duncan. 

Gibson.—On Avgust 13, 1952, at Liverpool Maternity Hospital, to Dr. 
Margaret (formerly Calwell), wife of Dr. S. Gibson, 10, Heald Street, 
Garston, Liverpool, a son. 

Whitehouse.—On August 9, 1952, at St. Helier Hospital, Carshalton, Surrey, 
to Mary, wife of Barry Beckwith Whitehouse, M.R.C.O.G., a daughter. 

Workman.—On August 12, 1952, at Brook Street Maternity Home, Ipswich, 
to Pamela (formerly Jephcott), wife of Dr. J. M. Workman, a daughter— 
Anne Elizabeth 





MARRIAGES 


Measday—Randall.—_On August 9, 1952, at Woldingham, Surrey, Brian 
Measday, M.B., B.S., to Jean Margaret Randall, M.B., B.S. 

Wolff—Freeborough.—On July 3, 1952, O. H. Wolff. M.B., B.Chir.,- 
M.R.C.P., D.C.H., to Jill Freeborough, M.B., Ch.B., of Birmingham. 


DEATHS . 


Brooks.—On August 15, 1952. at the Royal Sussex County Hospital, 
Gertrude Brooks, M.B., B.S., of Paygate, Woodmancote, near Henfield, 
Sussex, aged 77. 

Etliott.—On August 12, 1952, at 2, Westcroft Gardens, Morden, Surrey, 
Thomas Elliott, M.B., Ch.B. 

Elwoed.—On August 10, 1952, at 24, Bishop’s Road, Hove; Sussex, William 
Elwood, M.B. Ch.B., aged 75. 

Fairweather.—On August 10, 1952, at 10, Tongdean Road, Hove, Sussex, 
William Ernest Fairweathér, M.R.C.S., L.R.C.P., formerly of Man- 

* chester, aged 80. 

Horton.—On August 13, 1952, at Mount View, South Elmsall, Yorks, 
Horatio Nelson Horton, M.D. 

Jenkins.—On August 13, 1952, in a nursing-home, Evan Llewellyn Jenkins, 
M.B., B.S., aged 76. 

Mason.—On August 10, 1952, at St. Mary’s Hospital, London, W., Charles 
Leslie Mason, L.M.S.S.A., of i4, Colosseum Terrace, Regent’s Park, 
London, N.W., aged 59. 

Turpie.—On August 16, 1952, at Roodlands Hospital, Haddington, East 
Lothian, Mary Murray McCalman Turpie, M.B., Ch.B., of North Berwick, 
formerly of Capetown, South Africa, and India. 

Walther.—On August 11, 1952, at Fir Grove, Morley St. Botolph, Wymond- 
ham, Norfolk, David Rodolphe Philippe Walther, M.B., Ch.B., aged 70. 
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Any Questions ? 








Correspondents should give their names and addresses (not 
for publication) and include all relevant details in their 
questions, which should be typed. We publish here a selec- 
tion of those questions and answers which seem to be of 
general interest. 


Axillary Inlet Syndrome 


Q.—Nursing mothers and women who carry heavy 
shopping baskets occasionally suffer from pain on the 
outer side of the arm, often severe, usually felt only in 
bed and relieved by the Fowler position with the arm sup- 
ported on pillows, and also from tingling and numbness in 
the distribution of roots C6 and 7, worse by day. What is 
the pathology and treatment ? 


A.—This is a description of the axillary inlet syndrome 
which is especially common in women about the age of 50 
to 60 who have to carry heavy shopping bags and who do 
a considerable amount of housework; it also occurs in 
nursing mothers and in patients convalescing from prolonged 
illness. On examination there are usually no abnormal 
neurological or vascular signs, buf there is drooping of the 
shoulders, and the radial pulses are easily obliterated when 
the shoulders are braced back and the arms pulled down- 
wards. The aetiology is largely mechanical, the symptoms 
being caused by stretching and compression of the lower 
part of the brachial plexus and the subclavian artery and 
vein as they pass over the first rib in their passage from the 
neck into the axilla. Loss of tone in the shoulder muscles 
and drooping of the shoulders precipitate the onset of symp- 
toms. The ideal, and usually impossible, ‘treatment is relief 
from carrying heavy objects and from housework. Many 
patients get considerable benefit from simple exercises to 
increase the strength of the shoulder muscles and prevent 
drooping of the shoulder girdles, and these should be carried 
out regularly for 10 minutes twice a day. 


Varus Displacement of Little Toe 


Q.—How frequent is bilateral varus displacement of the 
little toe on the dorsal aspect of the neighbouring toe? 
What is the cause of this deformity, and at what age does 
it commonly occur ? ° 

A.—To the best of the writer’s knowledge there are no 
statistics on the frequency of a bilateral varus displacement 
of the little toe, but in genefal the little toe in human beings 
is a poorly developed structure, subject to frequent varia- 
tions in its external form and also in its skeletal basis. 
It is not surprising, therefore, to find contractures of this 
toe in a high percentage of individuals. This particular 
deformity is believed to be inherited, and will be found 
in several members of a family; it is congenital, but the 
degree of deformity increases as the child grows. In the 
baby it may be difficult to distinguish from the commoner 
simple congenital contraction of the toe to which, later in 
life, a secondary varus deviation may be added. In these 
cases, however, the toe is apt to underride rather than to 
override the fourth. 

Digiti quinti varus is closely associated with the develop- 
ment of a fifth metatarsal bunion, the so-called tailor’s 
bunion, although this condition is usually secondary to an 
acquired splay foot. 


Oral Penicillin 

Q.—Do factors such as gastric acidity, age of the patient, 
etc., affect the efficiency of oral penicillin? Is there any 
reason why penicillin should not always be given orally 
except in those cases where this route is impracticable 
because of vomiting or unconsciousness ? 

A.—The absorption of oral penicillin is affected by gastric 
acidity. Absorption has been shown to be better in patients 


with achlorhydria, and (what is more important) it is better 
if the drug is swallowed when the stomach is empty. Age 
has no effect, except that absorption appears to be rather 
more regular in infants. There are at least three reasons 
why penicillin should not always be given orally. (1) It is 
a wasteful method, the dose having to be much larger 
owing to. incomplete absorption, which amounts on an 
average to about 20% of the amount administered. 
(2) High concentrations such as those found in the blood 
for at least a time after only a moderate dose given by 
injection cannot be attained: it is a common view that 
these are useful in promoting diffusion into foci of infec- 
tion, and, whether this be true or not, it is certainly 
advisable to achieve such concentrations in treating infec- 
tions due to rather less sensitive bacteria. (3) Oral therapy 
is unreliable, because apart from the influence of the fac- 
tors discussed above there are inexplicable variations in the 
amount absorbed, not only between one individual and 
another but in the same subject at different times. 


Immunology and Birth Control 


Q.—The H and O antigens of, for example, Salm. typhi 
are well known. A_ spermatozoon is also a unicellular 
flagellated micro-organism, and I shduld like to know 
whether its flagellar and somatic antigenic properties have 
been investigated. What are the possibilities of preparing 
a specific antibody to human spermatozoa as a temporary 
contraceptive procedure ? 

A.—When heterologous spermatozoa are administered 
parenterally to animals they evoke the formation of anti- 
bodies which appear in the serum in high titre and immobi- 
lize, agglutinate, or kill spermatozoa in vitro. Iso-immuniza- 
tion is, however, difficult to effect. The antigenic structure 


- and properties of spermatozoa have been examined. There 


are head-specific and tail-specific antigens, as well as surface 
and deeply placed antigens common to both heads and tails. 
Human spermatozoa carry small amounts of substances 
similar to or identical with the iso-agglutinable sub- 
stances A and B of red blood cells. With this exception, 
spermatozoa exhibit a high degree of organ specificity and 
antispermatozoal sera do not react with serum or ather 
tissues. Spermatozoa also show species specificity, so that 
antispermatozoal sera react best with the homologous 
spermatozoa, but cross-react strongly with spermatozoa of 
closely related species and weakly with those from distantly 
related orders. Antispermatozoal bodies have been demon- 
strated in the uterine and vaginal fluids of animals both 
after active and passive immunization, but only in very low 
titres. The infertility of prostitutes was at one time ex- 
plained om an immunological basis, but without scientific 
foundation. Contrary to earlier reports, recent attempts at 
serological contraception in animals have been unsuccess- 
ful. Active immunization against homologous or hetero- 
logous spermatozoa has had no effect on the fertility of 
males or females, and passive immunization with anfi- 
spermatozoa! sera prepared in other animals also failed to 
cause sterility in males or prevent pregnancy in females. 
The possibility of immunological incompatibilities between 
ova and spermatozoa is intriguing and cannot be ruled out 
until more is known of the intracellular mechanisms of 
immunity. At the present state of knowledge there seems 
no prospect of immunological methods being applied to 
human birth control. 


Psychological Factors in Impotence 
Q.—What treatment is advised for a man of 21 whose 
left testis is absent from the scrotum and cannot be pal- 
pated? He complains of increasing impotence, and is very 
depressed. There is a past history of gonorrhoea. 


A.—The retention of the testicle in the abdomen is only 
indirectly responsible for his impotence and depression. The 
fact that it has not descended has made him feel that he is 
not like other men, and all genital peculiarities are likely to 
provoke an inferiority feeling. His impotence is therefore 
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psychogenic and his treatment must be psychological. He 
should be told that the non-descenfled testicle is a very 
common condition, and that there are many successful 
husbands and fathers who have this condition. His confi- 
dence in himself and in his sexual capacity must be restored. 
Such cases are often very difficult to treat, and he may have 
to be handed over to a psychiatrist. Physical treatment 
alone is useless. If it is given, it will bé given only for its 
suggestive action. The fact that he has previously suffered 
from gonorrhoea may be another psychological factor 
requiring attention. Patients of this type are often left 
with a strong feeling of guilt and imagine that impotence 
is an appropriate punishment for the crime they have 
committed. 


Adult Nose-picker 


Q.—What treatment is advised for an adult nose-picker ? 
The habit is so strongly established that picking is done 
almost unconsciously. The nose appears healthy. The 
patient has heard that perforation of the nasal septum and 
insertion of a small stud or ring would effect a cure. 


A.—Long-ingrained habits are exceedingly difficult to 
treat, and the possibility of success depends almost wholly 
on the determinatign of the patient to win his freedom. In 
this case one is led to wonder why treatment is now being 
sought at this very late date. Has the patient, long con- 
tented with his habit, had some change in his life which has 
altered his attitude ? He might, for instance, have become 
engaged or married to a woman who objects strongly to his 
habit and is pressing for treatment. If that were the case, 
treatment might be possible. If the wife, for instance, were 
constantly to call the patient’s attention to what he was 
doing, bit by bit, probably over the course of months or 
even years, he might be induced to drop it. The insertion 
of a ring or stud into the nasal septum would serve the 
single purpose of attracting the patient’s attention to his 
nose-picking. ‘The effect would last only so long as the 
object was a novelty, and, if the patient had no strong 
determination to cure himself, it would rapidly cease to be 
noticed. The latter case of the patient might then be worse 
than the first, as the combination of nose-picking with the 
presence of a permanent foreign body might cause the local 
irritation which has so far not occurred. 

Psychotherapy might possibly be considered, but does not 
look hopeful. However, it might be worth while taking a 
psychiatric opinion, as the nose-picking and the attention it 
has now awakened may be symptoms of an emotional 
disturbance of a more fundamental and important kind. 


Climate and Non-pulmonary Tuberculosis 


Q.—Has climate any effect upon non-pulmonary tubercu- 
losis? I have a patient who is suffering from bilateral renal 
tuberculosis, and am wondering if any part of England 
would be more suitable for him than another. Would his 
prognosis be still further improved if he went to a warmer 
climate—for example, South Africa.? 


A.—Heliotherapy has been widely used in the past for 
the treatment of non-pulmonary tuberculosis, particularly 
disease of the bones and joints. Rollier considered degenera- 
tive kidney disease a contraindication, but others claim good 
results from the careful use of sunlight in bilateral severe 
kidney tuberculosis. Apart from the possibility of helio- 
therapy, it is unlikely that any other climatic considerations 
would improve the chances of recovery. 


Second Attacks of Measles and German Measles 


Q.—What is the incidence of second attacks of measles 
and German measles? Does immunity to these diseases 
tend to diminish after a time? Has the use of gamma 
globulin to alleviate measles been accompanied by a rise 
in incidence of second attacks ? 


A.—Although a history of more than one attack of 
measles or German measles is not infrequently elicited 
from patients, the testimony of fever hospital superin- 
tendents and general practitioners who have lived for a 


long time in one area indicates that second attacks of 
these infectious diseases must be extremely rare. Whether, 
as some believe, adults may suffer from atypical infections, 
without rash, due to these viruses, is difficult to determine in 
the absence of specific diagnostic tests. There is as yet no 
reliable information about the effect of measles modified by 
gamma globulin on the immunity response, but follow-up 
studies are being made to obtain information on this matter. 


Rice Diet 


Q.—Where can I find information on the Kempner rice 
diet for hypertension ? 


A.—On p. 20 of the book “ Any Questions?’’ The book 
can be obtained for 7s. 6d. (postage 6d.) from the Publishing 
Manager, B.M.A. House, Tavistock Square, W.C.1. 


Husbands with Morning Sickness 


Q.—Why do some husbands develop morning sickness 
when they know that their wives are pregnant? How 
should such a husband be treated who now vomits after 
nearly every meal? Is he likely to “go into labour” ? 


A.—Morning sickness and vomiting after meals, in a 
husband, are variants of the world-wide custom of the 
couvade. The custom rests upon the belief that before 
and after birth the infant is linked to both father and 
mother by a bond of*®sympathy so close that whatever 
either does affects the child. A prominent feature in 
couvade is the pretence, by the father, that he is the 
mother. The primitive idea of substitution lies behind 
this. The evil influences may be deceived and so the 
mother is safeguarded. In real couvade the husband takes 
to his bed after—and sometimes before—the confinement ; 
and thus simulates the role of the mother. ; 

Explanations of couvade are too intricate to be given 
here. They are described in the literature (e.g., Crawley, E., 
The Mystic Rose, 1927, vol. 1, p. 3 ; vol. 2, p. 177). Couvade 
has been reported in England as well as among primitive 
people. Perhaps its commonest guise is when the husband 
gets toothache during his wife’s pregnancy. Some familiar 
jokes (“ Never lost a father yet”) have deep roots. The 
simplest treatment is an explanation of the phenomenon. 
But this may not be accepted. Much depends upon the 
presence or absence of psychoneurotic symptoms. Should 
they be present, psychotherapy will be required. 


Iron in C.S.F. 


Q.—What iron-containing substances are found in the 
C.S.F., and how may they be estimated? In what form 
is the iron present? Can iron salts penetrate the blood- 
brain barrier ? 


A.—tThe iron in the C.S.F. is combined with protein. 
No haem pigments are normally present. Estimations can 
be done by the methods used for serum iron—see J. F. 
Powell (Quart. J. Med., 1944, 13, 19). J. Vonkennel and 
T. Tilling (Klin. Wschr., 1940, 19, 177) found a mean value 
of 32 »g./100 ml. (range 15-48) in 19 normal individuals 
and no significant differences in disease. Lower results were 
obtained by R. L. Greif (Amer. J. Syph., 1948, 32, 337) in 
syphilitics. No examinations appear to have been done on 
the C.S.F. of patients after subarachnoid haemorrhage. 

There are no iron salts in the serum. The serum iron is 
in non-ionic combination with an apparently specific globu- 
lin (siderophyllin or transferrin) which presumably does not 
penetrate the blood-brain barrier. 
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